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TUESDAY, APRIL 26, 1960 
U.S. Senate, 


SuscoMMITren ON ANTITRUST AND Monopoty, 
CoMMITTEE ON THE JUDICIARY, 
Washington, D.C. 

The subcommittee met, pursuant to recess, at 10:05 a.m., in the 
caucus room, Old Senate Office Building, Senator Estes Kefauver 
presiding. 

Present: Senators Kefauver (chairman), Hart, and Hruska. 

Also present: Paul Rand Dixon, counsel and staff director; Peter 
N. Chumbris, counsel for the minority; Nicholas N. Kittrie, counsel 
for the minority; Lucile B. Wendt, attorney; Dorothy D. Goodwin, 
attorney; Dr. John M. Blair, chief economist; Dr. E. Wayles Browne, 
Jr., economist; Dr. Irene Till, economist; Paul S. Green, editorial 
director; and Gladys E. Montier, clerk. 

Senator Keravuver. The subcommittee will come to order. 

The hearings of the subcommitee this week are devoted to_oral 
drugs used in the treatment of diabetes. 

Diabetes is the eighth leading cause of death in the United States, 
and the third leading cause of blindness. Recent HEW estimates 
indicate there are roughly 3 million cases of diabetes in this country 
with about half known and the other half suspected. Thus, out of 
every 1,000 persons in our population, there are 17 afflicted with dia- 
betes, of whom half are aware that they have this disease. The 
longevity of diabetics is still considerably below that of the general 
population, ranging from 17 fewer years of life among diabetic 10 
year olds to 4 years less among diabetics 70 years of age. 

Until the early twenties, according to the information furnished 
to me, there was no known treatment for diabetes. The creative 
work done by university scientists at the Universities of Toronto and 
St. Louis resulted in the development of insulin. Much of the credit 
for the commercial production of this drug in the early days goes 
to Eli Lilly & Co., which for a brief period, held exclusive rights on 
manufacture and sale. The marketing advantage and favorable re- 
sponse to its product achieved during this period by Lilly has kept 
it dominate in this field. The subcommittee’s chart on concentration 
of production—already in the record—shows that Lilly accounted 
for 77 percent of U.S. production in 1958. In recent years much of 
the creative work in developing slow-acting insulins has come out of 
small Danish laboratories, and we are indebted to them for the dis- 
covery of such improved products as NPH insulin and the lente in- 
sulins which have been further developed and marketed in this 
country by Lilly. 
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In line with the subcommittee’s previously announced policy, our 
hearings are focused primarily on the new drugs developed in the last 
decade. It is these oes which have given rise to nearly all of the 
complaints received by the subcommittee concerning unreasonable 
prices and excesses in sales promotion and advertising. Accordingly, 
we will concentrate our attention here on the so-called oral antidiabetic 
drugs which first came on the market in 1957. These drugs have one 
marked advantage over the older product; they can be taken orally 
and thus do away with the inconvenience and discomfort of injection. 
Unfortunately, their use is still limited to diabetes of the adult or 
maturity-onset type. They are not suited to juvenile or growth- 
onset types of diabetes; nor to diabetes that is characterized as the 
“unstable” or “brittle” type; nor where diabetes is complicated 7 
certain other disorders. It is to be hoped that, in the future as wor 
progresses in this field, oral drugs will be developed suited for these 
more difficult cases, 

At the present time there are two principal oral antidiabetic drugs 
now being marketed in the U.S. Orinase (tolbutamide) was intro- 
duced by Upjohn in June 1957, and Diabinese Tees was 
put on the market by Pfizer in October 1958, A third drug DBI 
(phenethylbiguanidine), was introduced by U.S. Vitamin Corp. in 
March 1959 but has not as yet achieved comparable sales volume. 
Each of these products is exclusively marketed by the company named. 
Since 1957 when Orinase appeared, sales of these oral drugs have de- 
veloped rapidly. Estimates have appeared indicating that Orinase 
sales, at the manufacturers’ level, is now about $20 million annually. 
At the retail level this figure would, of course, be much higher. While 
Diabinese has been promoted heavily, its sales are well below those of 

rinase. 

Before we call on Dr. Upjohn, let me say that one of his distin- 
guished Senators is, of course, a member of this subcommittee and is 
Eee Senator Hart, I think you have a statement you wish to 
make. 

Senator Harr. Mr. Chairman, for the record I would like to ex- 
plain the reason that I must now leave the subcommittee. Normally 
I would not disturb the record to the extent of formalizing my ex- 
planation, but my regard for Dr. Upjohn makes me anxious to put on 
the record the fact that at 10 o’clock this morning the Senate Com- 
mittee on Agriculture is meeting in executive session. It is our hope 
that we may be able to develop a wheat bill, and though I am sure 
Dr. Upjohn would not believe it, probably more people in America 
are concerned about wheat at the moment than the price of drugs. 

Maybe the chairman of this subcommittee would not agree with 
that either, but in any event I do feel that today I should attend the 
Committee on Agriculture. But I do assure the chairman and Dr. 
Upjohn that I shall read the record. 

ank you very much. 

Senator Keravver. Both wheat and drugs are very important mat- 
ters. We know you are writing up your bill today and we under- 
stand. I hope that you will be back with us, if it is possible, when 
you have finished consideration of the bill. 

Senator Hart. Thank you very much. 

Senator Keravver. Is there anything else before we start ? 
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Senator Hruska. Mr. Chairman. 

Senator Kerauver. Senator Hruska. 

Senator Hruska. Do I understand that this will be the first of sev- 
eral sessions at which we will concern ourselves with oral anti- 
diabetic drugs ? 

Senator Kerauver. Yes. We expect to have 2 or 3 days—today, to- 
morrow, and probably Thursday—in connection with it. 

Senator Hruska. Have we been supplied or can we be with the 
witnesses ~7ho will appear at later sessions ? 

Senator Kerauver. Yes. I believe that they have been announced. 

Senator Hruska. I don’t recall that I was furnished with the list. 
Imay have been. It may be in my office. 

Senator Kerauver. We will see that you do have a list. It has been 
announced publicly. 

Senator Hruska. Was that a complete list ? 

Mr. Drxon. We will furnish you the names of all the witnesses, 
Senator. 

Senator Hruska. When will they be called ? 

Mr. Dixon. Tomorrow. 

Senator Hruska. We are supposed to have not only names of wit- 
nesses but statements by now. 

Senator Keravver. I don’t think they have furnished their state- 
ments. We don’t have them. 

Senator Hruska. Mr. Chairman, I just want to place the committee 
on notice that, depending on the nature of the statement and who the 
witnesses are, unless that rule is complied with, I may be constrained 
to object to the witness testifying. 

Senator Kerauver. Senator, as we all know, the LaFollette-Mon- 
roney Act requires that all witnesses furnish their statements 24 
hours in advance of their testimony, but we have an awfully hard 
time, as do all committees, as you so well know, in getting com- 
pliance with that rule. Some witnesses come in with no statements 
and testify orally; some bring their statement with them. We try to 
get all witnesses to furnish their prepared statements as quickly as 

ossible. 
. Mr. Dixon. We don’t have the Pfizer statement yet, Mr. Chairman. 

Senator Krerauver. We were given Upjohn’s statement yesterday 
afternoon. We don’t have the Pfizer statement as yet. We have asked 
for the statements. We will just have to do the best we can. 

Senator Hruska. I don’t want to be cast unfairly into the role of 
being an obstructionist and I know that Senator Dirksen, our col- 
league, has been by some because he has called to the attention from 
time to time of the committee certain rules which we go by. Now 
we either ought not have those rules or we ought to sort of go by them 
a little bit. Now we are dealing here with a very intricate and a very 
highly technical subject. Certainly the Senator from Nebraska 
doesn’t know much about it technically. 

I don’t know that I will ever learn. I have to depend on people 
who can inform me, Mr. Chumbris here, Mr, Kittrie and others who 
can inform me a little bit about the nature of the testimony so that I 
can ask questions which at least approximate some reasonableness and 
probative value. Again I want to say maybe you can explain that 
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you don’t have statements and the staff can, but that does not comply 
with the rule. 

I still want to stand by my suggestion that depending on the type 
of statement that is brought here and one thing and another I may 
be constrained to object to hearing the witness until there has been 
sufficient time given to members of the committee to scan the testi- 
mony which they are about to give. 

Senator Kerauver. We understand your position, Senator Hruska. 
I can only say that I have never presided over a committee where we 
have tried harder to get statements submitted early enough to be 
passed around than we are doing now because I do realize the tech- 
nical nature of these statements, We do the very best we can. As 
a matter of fact, I had not seen Dr. Upjohn’s statement until this 
morning. I had not had a chance to read it earlier. I think it arrived 
only yesterday afternoon. As the staff says, Pfizer’s statement has 
not been received as yet. We will get the statements to you just as 
quickly as they are furnished to the subcommittee. 

I agree with you that the rule in the LaFollette-Monroney Act is 
a good rule, but my experience is that it has been complied with only 
about 1 percent of the time, unfortunately. But maybe we can do 
something to further impress the rule upon the witnesses. 

Senator Hruska. One way of impressing it, Mr. Chairman, would 
be to enforce it. 

Senator Keravuver. I have an idea that if you started enforcing 
it strictly, all committee hearings in the House and Senate would be 
put off 2 days from the time the witnesses were supposed to appear. 

Senator Hruska. Certainly if it is not enforced I think that that 
is probably true, but if it is enforced, and particularly where there 
is good reason for it, as I firmly believe there is here—now since I 
have sat down here I have been supplied with the immediate release 
dated April 21 in which a partial witness list has so been submitted 
to me. That is the only notice I have received as a member of this 
committee as far as I know. 

It gives only the names of Dr. Upjohn and Mr. McKeen. Are there 
any other witnesses who are also scheduled ? 

Mr. Dixon. There are three doctors. 

Senator Hruska. What are their names and when will we learn 
who they are and something about them ? 

Senator Kerauver. That will be announced shortly. 

Senator Hruska. When are they scheduled to appear ? 

Mr. Drxon. Tomorrow or Thursday. 

Senator Hruska. I just want to say, Mr. Chairman, I just want to 
place the chairman on notice again I don’t want to be called an 
obstructionist about this at all. I don’t think I am. But it is not 
fair to confront a committee member here in hearings that are this 
important with a statement and with testimony which is completely 
new and which is unfamiliar, and expect justice to be done on behalf 
of the Senate that we represent. 

And so I just want to suggest the notice which I am hereby serving 

Senator Kerravver. I appreciate that. Their statements will be 
just as new and unfamiliar to the staff and to me as they will be to 
you, but we will do the best we can. I don’t know what the witnesses 
are going to say. 
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anaes Hruska. I am not so sure that that applies always to all of 
us here. 

Senator Kerauver. Very well. Our witness is Dr. E. Gifford Up- 
john, president of The Upjohn Co. of Kalamazoo, Mich. Weare glad 
to have you back with us again, Dr. Upjohn. 

Dr. Ursoun. Thank you. 

Senator Keravuver. I recall that you were a witness back in Decem- 
ber on corticosteroids. Thank you for accepting our invitation again. 
Dr. Upjohn, will you introduce and tell us about Dr. C. J. O’Donovan 
who is on your right ? 


STATEMENT OF DR. E. GIFFORD UPJOHN, PRESIDENT, THE UPJOHN 
c0., KALAMAZOO, MICH.; ACCOMPANIED BY DR. C. J. O° DONOVAN, 
FORMERLY WITH THE UPJOHN CO.; AND LESLIE D. HARROP, 
COUNSEL 


Dr. Ursonn. I want to thank you for your kind welcome. I am 
pleased to be here, I think. 

Senator Kerauver. You are pleased to be here in part, shall we say? 

Dr. Ursoun. I have with me this morning Dr. C. J. O’Donovan, 
who was in direct charge of the clinical investigation of Orinase in 
the capacity of a senior staff physician in our clinical investigation 
division. 

Senator Keravuver. Part of the prepared statement is by you and 
part by Dr. O’Donovan ¢ 

Dr. Desuth, Yes. 

Senator Krravuver. So let’s get started. By the way, does the in- 
formation generally set forth as to the history of insulin, Orinase, and 
Diabinese, which YT tena in my opening statement, conform to your 
general information about the subject ? 

Dr. Urpsoun. I think it does, Senator; yes. 

Mr. Chairman, members of the subcommittee, Orinase is the first 
effective and nontoxic antidiabetes agent which can be taken by mouth 
ever made available in the United States. 

It was discovered in Germany. 

Prior to its first sale in the United States in June 1957, Orinase was 
subjected by the Upjohn Co. to one of the most extensive and inten- 
sive evaluations ever given to any drug. 

The criteria which we set for Orinase at the outset of our investi- 
gation were that it be an effective drug and, if found effective for 
the treatment of diabetes, it be as safe or safer than insulin, the estab- 
lished treatment for diabetes. 

We believed that it was our responsibility to prove that Orinase 
could be used with that safety before we made it available to the 
American market. 

Let me say a few preliminary words about diabetes. 

The disease is usually thought of as a defect in the body’s ability to 
‘utilize efficiently sugars and starches contained in food for the 
production of energy. This defect leads to an accumulation of sugar 
in the blood and the appearance of sugar in the urine. Actually it is 
a far more complicated disease, for we know that it also involves a 
disturbance of the metabolism of protein and fat. 
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It is one of the 10 top causes of death in the United States and the 
third leading cause of blindness because of serious degenerative com- 
plications associated with it. 

Despite man’s long acquaintance with its more obvious symptoms, 
recognized 1,500 years before Christ, we do not know to this day 
the specific causes of diabetes, but we do know it results from an 
inmutthiclenit secretion of a hormone or chemical substance called in- 
sulin by the patient’s pancreas, a gland located in the abdomen. 

The dramatic discovery of insulin by two Canadians, Banting and 
Best, was announced 38 years ago in January 1922. 

Senator Krrauver. Was that at the University of Toronto? 

Dr. Upsoun. Yes. 


They found that insulin extracted from the pancreas of animals 
when injected 


Senator Kerauver. Excuse me, was there also a Dr. Shaffner in 
St. Louis? 

Dr. Ursonn. Yes, sir; Shaffer I think it is. 

Senator Keravuver. Didn’t he make some discoveries about the same 
time ? 

Dr. Ursonn. Actually I think that there were several people work- 
ing on the same subject at the same time, and there is some academic 
debate as to who was the first to discover it, but this is very often 
the case with scientific discoveries. 

The credit is usually given to Drs. Banting and Best of Toronto. 

I was saying the dramatic discovery of insulin by two Canadians, 
Banting and Best, was announced 38 years ago in J onnary 1922. 
They found that insulin extracted from the pancreas of animals when 
injected can compensate for the failure of the patient’s own pancreas. 

1at insulin meant in terms of the patient as well as its importance 
in therapy can perhaps best be seen from this: Before insulin, the life 
expectancy of a child who developed diabetes before the age of 10 
was 1 year; after insulin the life expectancy for this same child leaped 
to 26 years. 

The search for a treatment of diabetes which would be effective by 
mouth actually antedates the discovery of insulin. 

It continued thereafter for at least two reasons, One was the de- 
sirability of overcoming the many inconveniences of injection treat- 
ment which insulin requires. The other, and more important, was 
the growing suspicion that diabetes may not necessarily be due to a 
primary deficiency in insulin, 

The successful development of Orinase represents a major step for- 
ward. Not only has it been a highly successful antidiabetes com- 
pound in the hands of practicing physicians, but it has given a tre- 
mendous stimulus to research in this vital field. 

We have continued our own studies and have supported those of 
other investigators of the disease and of the mechanism of action of 
Orinase in treating it. As a result of this continued research, we now 
know a good deal about its mechanism of action. There is, for in- 
stance, solid evidence that Orinase is more than a blood-sugar-reduc- 
ing compound. Its prime, if not sole action, is to facilitate the release 
of insulin from the patient’s own pancreas. 

Recent studies point to several exciting new leads. For example, a 
group of scientists at the University of Michigan, Dr. Jerome Conn 
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and his associates, have demonstrated that the tendency of youn 
people toward diabetes, if caught early enough and treated wit 
Orinase, may be reversed. This isnew work. It needs corroboration 
and continued investigation. To date, diabetes has been thought to 
be an incurable disease. There is a suggestion here that perhaps it 
can be prevented. 

Orinase is but one compound in a long series subjected to scrutiny 
by the Upjohn Laboratories. Our interest goes back many years, for 
Dr. W. E. Upjohn, the founder of the company, was himself a diabetic. 
The first paper on diabetes therapy published from our laboratories 
appeared in Archives of Internal Medicine in September 1929. ‘There 
were many others, 70 in all, in the ensuing 25 years. 

Of special significance because of their basic nature are the studies 
of Dr. Dwight J. Ingle, now professor and chairman of the Depart- 
ment of Physiology of the University of Chicago, who joined the 
Upjohn Co. in 1941 and was a part of our research team until 1954. 

Although his studies did not yield a new drug for diabetes, they 
provided much new basic knowledge, a background of experience for 
the company and he built around him a team of qualified research 
people in the field of metabolism. 

Most compounds found during those years to lower blood sugar 
levels did so by some toxic mechanism—often by damaging the liver. 
One by one they were abandoned. 

I know of no better way to recount the story of the discovery, de- 
velopment, and ultimate marketing of Orinase than to have it done 
by Dr. C. J. O'Donovan. He was a senior staff physician in the de- 
partment of clinical investigation of the Medical Division of the Up- 
john Co, He was in direct charge of the clinical investigation of 
Orinase. He, better than anyone else, can give a description of the 
problems and difficulties which we faced and of our care and our pre- 
cision in conducting the evaluation of the drug. 

If I may do so now, I would like to call on Dr. C. J. O'Donovan. 

Senator Kerauver. I suggest we hear Dr. O’Donovan’s statement 
and then we can direct questions to either one of you. Very well, 
Dr. O’Donovan. 

Dr. O’Donovan. Thank you, Mr. Chairman, gentlemen. 

Senator Keravuver. First, do you want to further identify your- 
self, how long you have been with The Upjohn Co., and what your 
position is? 

Dr. O’Donovan. All right, sir. I joined the Upjohn Co. in 
August of 1953, and remained as a member of the staff in the capacity 
of senior staff physician in the department of clinical investigations 
until January 1960. 

Senator Kerauver. Where did you take your medical training? 

Dr. O'Donovan. My medical training was obtained at New York 
University College of Medicine from the years 1942 to 1945, and 
after the usual internship experience entered the Army and served 
in the capacity of medical officer with rank of captain until sometime 
in 1947, when I subsequently transferred to the U.S. Public Health 
Service as a member of the regular corps, and served in several ca- 
pacities until November 30, 1951, when I left that service as a lieu- 
tenant commander. I believe the rank was senior surgeon, 

Senator Keravuver. Then that is when you went with Upjohn? 
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_Dr. O’Donovan. No, sir. At that time I became assistant medical 
director of another 4, seen and in 1953 I joined Upjohn. 

Senator Kerauver. Thank you, sir. 

Dr. O’Donovan. As Dr. Upjohn has remarked, the search for oral 
treatment of diabetes has been continuing for a long time. Among 
experts there has been a growing suspicion that diabetes might not 
be due entirely to a defect in insulin production. 

It was with considerable interest that in October 1955 we at Upjohn 
learned of reports from a conference in Germany concerning the dis- 
covery of the blood sugar lowering property of a sulfanilimide com- 
pound, then known as BZ-55, and subsequently as carbutamide. This 
compound, which originated in the laboratories of Boehringer in 
Mannheim, was also being investigated by Farbwerke Hoechst, A.G. 

The news of the German experience with carbutamide was espe- 
cially welcome to the Upjohn research organization, which, as Dr. 
Upjohn has already told you, had long maintained an interest in dia- 
betes and the possibility of the development of an oral treatment for 
the disease. 

Within a few days after receipt of this news Dr. Burbidge, our 
medical director, was in Frankfurt, Germany, to discuss this discovery 
with the Hoechst people. 

Hoechst immediately told Burbridge that they had a different com- 
pound which they thought might prove to hone advantage over 


BZ-55. The compound was D-860, which resembled BZ-55 and the 
sulfa drugs in chemical structure but had what proved to be a most 
significant difference: because it lacked what we call a para amino 


grouping in its molecule, it had no antibacterial activity. Thus, we 
anticipated that the serious drug reactions characteristic of the sulfa 
drugs were less likely to be present in this instance. D-860 subse- 
quently came to be known as tolbutamide, or Orinase in this country. 

We were intrigued with the exciting nature of the German obser- 
vations. They had very preliminary pharmacology. They had only 
30 clinical cases of short duration. Both the pharmacology and the 
clinical data seemed to substantiate their claim that D-860 reduced 
blood sugars. We recognized, however, that there are many prob- 
lems and difficulties which clinical investigation would entail. 

As soon as Dr. Burbidge returned from Germany with limited 
supplies and information available, we undertook pharmacologic and 
toxicologic studies in our own laboratories. 

These were to confirm the German findings. They were to assure 
us that the material met all criteria of safety for preliminary study 
in humans. This work required experiments with the compound in 
several species of animals—rats, rabbits, and dogs. 

Complete histological and pathological examination of treated ani- 
mals was done. Our efforts were coordinated with animal studies 
carried out by cooperating investigators. Concurrently a program of 
long term chronic toxicity studies was initiated. 

I believe it is accurate to say that the intellectual climate of Ameri- 
can clinicians specializing in diabetes ranged at that time from one 
of frank skepticism to one of almost hostile resistance toward an 
oral treatment for diabetes. 

This attitude was understandable, stemming as it did from past 
bitter experience with drugs which failed. Thus, the claims of the 





ADMINISTERED PRICES 11009 


European investigators which were based upon the use of carbutamide 
and tolbutamide with relatively small numbers of patients had to be 
substantiated under the most stringent and rigid of scientific criteria 
if these agents were to win medical acceptance in this country. 

On November 1, 1955, at a meeting of the Central Society for 
Clinical Investigation in Chicago I discussed the subject with several 
leading investigators in the field of diabetes. 

Notable among these were Dr. Arthur Colwell, Sr., Northwestern 
University; Dr. Henry T. Ricketts, University of Chicago; and Dr. 
Rachmiel Levine, Michael Reese Hospital, Chicago. 

I invited them to assist us with these studies. ‘They agreed reluc- 
tantly. These and many other experts felt that the prospects of 
finding an agent which would be both orally effective and safe were 
remote indeed. 

Immediately thereafter, I was fortunate enough to secure three 
other investigators for the program. They were Drs, I. Arthur 
Mirsky, University of Pittsburgh; Henry Dolger, Mt. Sinai Hospital, 
New York; and Max Miller, Western Reserve University, Cleveland. 

Despite extremely limited supplies of Orinase, evidence in support 
of the German claims rapidly became available. Dr. Mirsky, who 
initiated his studies with isolated tissue preparations and intact 
laboratory animals, was so impressed with his findings that he quickly 
carried out acute short-term experiments in healthy medical students 
and technicians who volunteered for study. 

He administered large doses of Orinase by mouth in solution form 
and demonstrated dramatic falls in blood sugar almost identical to 
those produced by an intravenous test dose of insulin. 

Dr. Colwell and his associate, Dr. Kuhl, employing diabetic sub- 
jects under strictest hospital observation, also were impressed by 
the effects of Orinase administration. 

Dr. Miller and his associate, Dr. Craig, in the performance of 
detailed metabolic studies, found Orinase to be effective in a selected 
number of diabetics, and noted a significant but incomplete response 
in a very rare case of lipoatrophic diabetes. 

Joining forces with Dr. Dolger, Dr. Mirsky turned his attention to a 
major study of Orinase in clinical diabetes, these investigators found 
that a 3-gram oral dose of Orinase given in solution to 50 nondiabetic 
subjects resulted in a maximum hypoglycemic response in from 30 
to 60 minutes. It persisted for the 5 hours of the study. I should 
explain that a “hypoglycemic response” means a depression of the 
blood sugar concentration well below normal levels, 

A similar dose of Orinase to 200 patients with diabetes produced 
a significant hypoglycemic response in 66 percent of the patients. 

They concluded that the hypoglycemic responsiveness of patients 
with diabetes to Orinase appeared to be determined principally by 
the age of onset of the disease. 

Thus by February 1956, we had substantial evidence in support of 
the German experience. 

About February 1, Dr. Alexander Marble and his associates at 
the Joslin Clinic, Boston, invited us to discuss our experience with 
Orinase. They were distressed because they had encountered several 
severe reactions to BZ-55 over the course of the previous 3 months. 
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We felt that because of certain obvious differences in the chemical 
structure of the compounds, Orinase might be better tolerated in 
these patients. Arrangements were made for intensive clinical 
studies with this group as well as with Dr. Samuel B, Beaser of 
Beth Israel Hospital in Boston. 

Caution surrounded these observations. We felt it imperative to 
explore the many possible mechanisms by which this drug appeared 
to produce a beneficial response in certain diabetic patients. 

any theories were proposed to explain its mechanism of action. 
We established numerous study programs about the country to ex- 
plore all possibilities. 

Quickly it appeared that Orinase did not make more effective the 
action of insulin in and of itself. It did not seem to interfere with 
antagonists to insulin which are normally present in the body. 

Early German suggestions that Orinase handcuffed the action of 
glucagon, a blood sugar raising hormone of the body, thus causing a 
normalization of the blood sugar, were quickly dismissed by American 
investigators, especially Drs, Bruno Volk and Sidney Lazarus of the 
Jewish Chronic Disease Hospital, Brooklyn. Other investigations 
seemed to eliminate all but two remaining possible mechanisms of 
action, 

Despite this preliminary progress, the major problems remained. 
On the clinical level it was necessary to define the scope and limitations 
of use of Orinase in diabetes therapy. 

It was necessary to anticipate any side effects or toxic reactions 
which might occur. In addition, we had to find out how and why the 
drug worked. 

While Dr. Dolger was highly optimistic about the future of Orinase, 
others like Dr. Levine Setlnaad to be skeptical about its long-term 
use in a disease requiring lifetime treatment. Dr. Renold and his asso- 
ciates at Harvard were concerned about possible untoward effects of 
Orinase upon the enzyme systems of the liver. 

Meanwhile, difficulties were encountered in the preparation of sup- 
plies of Orinase to meet the demand which these rapidly growing in- 
vestigations required, 

To meet the specialized studies of Dr. Sol Sherry, Washington Uni- 
versity, St. Louis; Dr. Thomas F’, Frawley of the National Institutes 
of Health; Dr. Frederick Goetz, University of Minnesota; Dr. Peter 
H. Forsham, University of California al anaes others, our labora- 
tories developed a special sodium salt of Orinase for intravenous use. 

In the spring of 1956, the studies of Elrich and Purnell, University 
of Colorado Medical Center, revealed that Orinase administration to 
dogs resulted in damage to certain functions of the liver. This was 
confirmed by Drs. W. E. Dulin and W. L. Miller of the Upjohn Lab- 
oratories. 

Our concern over this observation was short lived, however. Fur- 
ther studies showed that this phenomenon was a specific peculiarity of 
dogs which did not occur in man. Species peculiarities of this kind 
are not infrequent. 

For example, penicillin kills guinea pigs. 

In the early months of 1956 we established several studies to rule 
out the possibility that Orinase had any depressing or adverse effect, 
on the various glands of the body. It didn’t. 
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By April 1956 the supply situation of Orinase had eased slightly. 
Nonetheless the demand for tablets and injection material still out- 
distanced the supply. 

Skepticism about Orinase had begun to change in some areas to a 
sense of cautious optimism. By May 1956, 139 long-term clinical 
studies were underway. 

There were 38 major institutions engaged in basic mechanism 
studies. We had detailed interim reports on 660 cases. 

Despite a number of optimistic reports, we were far from clear 
that. we should continue. Some reports flatly contradicted others. 
The overall tenor of observations was favorable. I felt it necessary 
to call the various experts in a meeting under one roof to air these 
differences. 

Consequently in June 1956 I invited 42 of the major investigators 
to meet with us in Kalamazoo for a thorough review of all the evi- 
dence, and to advise us as to the future course they thought we should 
take with the drug. 

This conference was held on June 14-15, 1956. Twenty-nine formal 
reports were presented and fully discussed. At the conclusion of the 
conference, the group unanimously urged us to go ahead with our 
studies of the drug. 

At the suggestion of the group, it was decided that the papers of 
the conference should be published. Drs, Rachmiel] Levine and Gar- 
field Duncan agreed to serve as coeditors. 

These papers were published as volume V, No. 6, of the medical 
journal Metabolism in November 1956, 

I have copies of this report here for the subcommittee. Perhaps 
this report should be an exhibit in these hearings. 

Senator Krravuver. We are glad to have this and we will make it 
part of the files of the subcommittee, but I think perhaps it is not 
very practical to print the whole document in the record. 

enator Hruska. It could be received, Mr. Chairman, for use of 
the committee as is the practice with such exhibits. 

Senator Keravver. For use of the staff and any interested persons 
who wish to examine it. It will be received for that purpose. 

Dr. O’Donovan. Within 3 months after publication, we had sup- 
pee 63,000 copies of this issue to physicians, medical schools, and 
ibraries on request. 

Senator Krravuver. This is volume V, No. 6, of a medical jour- 
nal entitled “Metabolism, Clinical and Experimental,” of November 
1956. It will be made exhibit No. 302 but will not be reproduced in 
the record, though it will be available for examination and study. 
Excuse me, Doctor. . 

(Exhibit No. 302 may be found in the files of the subcommittee.) 

Dr. O’Donovan. Thank you, sir. Within 3 months after publica- 
tion, we had supplied 63,000 copies of this issue to physicians, medical 
schools, and medical libraries on request. 

The interest shown in this work at the June conference was re- 
flected in the increasing demand for larger and larger quantities of 
the drug for study. Requirements rose from 50,000 tablets per month 
to as much as 1 million tablets per month. Ultimately Orinase was 
studied in 20,000 diabetic patients prior to its marketing. 
85621—60—pt. 202 
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The conference to which we have just referred reflected general 
agreement that Orinase was effective in 75 to 85 percent of the so- 
called adult onset diabetics and that it was effective in management 
of diabetics with an average daily requirement of 20 to 40 units of 
insulin. It was noted in certain instances in the course of chronic 
therapy that upon withdrawal of the drug its beneficial effects seemed 
to persist for some days or weeks, 

Further it was found that with rare exception no benefit is obtained 
in the established juvenile or growth-onset form of the disease. On 
the basis of the evidence then available, Orinase had no major toxicity 
or side effects. 

Our next pressing problem however was to assess the potential of 
hazards from prolonged treatment with Orinase. 

Senator Keravuver. If you don’t mind, while you are at that point, 
in the paragraph above, will you explain what you mean by “no bene- 
fit is obtained in the established juvenile or growth-onset form of the 
disease” ? 

Dr. O’Donovan. I shall be happy to, sir. 

The juvenile or growth-onset form of diabetes is otherwise known 
as childhood diabetes, diabetes which manifests itself overtly, in the 
growing years of life, literally up to the age of 20. This is the most 
severe form of the disease, and while much more has to be learned of 
the nature of juvenile as well as maturity onset by test, the childhood 
form fails to respond to this type of drug because the pancreas which 
elaborates insulin lacks the necessary cells from which the insulin de- 
rives in the childhood form. On the other hand, the maturity onset 
form of the disease, that which most characteristically develops after 
the age of 40, is much more benign, milder in character, often times 
subject to control by dietary restriction alone without resort to the 
use of insulin, in contrast to the mandatory use of insulin in the case 
of the childhood form of the disease. 

Do I make myself clear, Senator? 

Senator Keravver. I think that is very clear. 

Dr. O’Donovan. Fine, sir. 

It is interesting to note that 3 months later, on September 1, 1956, 
tolbutamide was released for general use in Germany. 

At this time, too, certain toxic effects were encountered with BZ-55, 
carbutamide, which prompted its withdrawal from further clinical 
study in the United States on September 12, 1956. It remained on 
sale abroad then as it does today. Despite the contrasting and favor- 
able experience with Orinase, these findings pointed up the need for 
continued caution and study of Orinase in an even broader population 
sample. 

AD indication of the care with which this responsibility was met is 
evident in the following editorial which appeared in the November 3, 
1956 issue of the Journal of the American Medical Association which 
said in part: 

Almost a year has elapsed since the beginning of the current revival of in- 
terest in sulfonylureas as hypoglycemic agents. The first announcements, made 
in the German medical press in October 1955 were quickly relayed to other 
countries, including Canada and the United States. Intensive study is being 
conducted here and the sale of the drugs is being postponed pending substantial 


proof of safety in prolonged use, mechanisms of action, and clear indications 
for therapy. Two pharmaceutical firms are supplying their products now known 
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as carbutamide (BZ-55) and tolbutamide (Orinase), to clinical investigators, 


who are observing their action in many laboratories and in several thousand 
diabetic subjects. 


Three conferences have been held during 1956 * * * in which leading re- 
searchers in the United States and Canada have reported current data and 
debated their significance. Symposiums on the subject have been or will be 
published in the current issues of several medical journals. The intensity and 
caution with which the development work has been conducted here can well 
serve as a model for products of this nature. It is reminiscent of the care 
with which insulin itself was studied before general release. 

It now became necessary in our evaluation of the drug to reappraise 
the much larger volume of data available from physicians and clinics 
throughout the United States. In order to permit periodic and ex- 
peditious assessment of the data, participating physicians in the study 
were furnished individual case report forms on which information 
pertinent to the patients’ diabetic and followup status could be re- 
corded in detail. 

Because of the mass of detail involved, some 112 items were coded 
on the form to permit transfer of the information to IBM punchcards 
for subsequent analysis. 

I believe we have a sample of the case report form for your review. 

Much of the information desired could not be reduced to coding pro- 
cedures. Consequently I personally reviewed each of these case re- 
ports as the one observer septiaibbe for the entire Orinase study. 
This type of detailed analysis was necessary because 50 percent of 
the patients in the study had evidence of other diseases not neces- 
sarily related to diabetes. 

Lest you get the impression that this was a superficial roundup of 
information here are some of the items covered : 

I. What was the age and sex distribution of Orinase-treated 
patients? 

II. What was the age of onset of diabetes in patients who re- 
sponded to Orinase ? 

IIT. Does a relation exist between the duration of diabetes and ulti- 
mate Orinase response ? 

IV. What was the average daily dose requirement of Orinase? 

V. What was the relation of body type of diabetic patients to 
the Orinase response? 

VI. What was the character of onset of the diabetes and its rela- 
tion to ultimate response to Orinase? 

VII. What was the nature of Orinase responsiveness in patients 
with a past history of acidosis and coma? 

VIII. How did Orinase responsiveness compare with response to 
previously employed types of management? 

IX. What was the relation of previous insulin dosage to Orinase 
responsiveness ¢ 


X. Did the duration of previous insulin therapy affect subsequent 
Orasine responsiveness ? 


XI. What was the incidence of toxic reactions and undesirable 
side effects as they related to— 

(a) dermatologic or skin. 

(b) hematologic, blood forming organs. 

(c) renal or kidney. 

te hepatic or liver. 
e) thyroid. 
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(f) miscellaneous reactions. 

XII. What was the incidence of Orinase reactions in relation to 
duration of therapy ¢ 

As quickly as these findings became available, the were reported in 
detail to participating investigators. Subsequently a final analysis 
of long-term experience in 9,146 patients was made and reported in 
abbreviated form before the Third Congress of the International 
Diabetes Federation, Dusseldorf, Germany, July 1958. This analysis 
has since been published in full in the November 1959 issue of the 
medical journal Current Therapeutic Research. 

I have reprints available for the subcommittee. 

Senator Keravuver. This is the reprint of volume I, No, 3, Novem- 
ber 1959, “Current Therapeutic Research.” We will not reproduce 
it in the record, but we will make it exhibit No, 303, and it will be 
available to the committee, to the staff, and to the public in the same 
way as the symposium about metabolism. 

(Exhibit No. 303 may be found in the files of the subcommittee.) 

Dr. O’Donovan. Thank you, Senator. 

Such studies permitted definition of the clinical scope and limita- 
tions of use of Orinase. Intense interest was maintained on another 
front aimed at uncovering the basic mechanisms of the drug’s action. 
Progress in this area naturally had to proceed at a much slower pace, 
as is typical of the nature of most fundamental] investigation. 

The effort expended is often greatly out of proportion to the knowl- 
edge gained. This is a fact which may be better appreciated when 
one realizes that despite 38 years of research and over 45,000 pub- 
lished studies, we still do not know intimately the actual nature of 
insulin’s action. 

The scope of scientific curiosity which the development of Orinase 
stimulated throughout the world was such that Upjohn found it ap- 
propriate to convene a conference in conjunction with the New York 
Academy of Sciences on February 14-15, 1957. 

Among the more than 100 scientists who actively participated in 
this conference were Prof. Bernardo Houssay of Argentina, a Nobel 
Prize winner for past work in the field of diabetes; Dr. G. A. Wren- 
shall of the Banting and Best Institute, Toronto; Prof. George 
Stotter, Augsburg, Germany; and Prof. Auguste Loubatieres of the 
School of Medicine, Montpellier, France. 

The conclusions drawn from this conference indicated the complete 
clinical safety and efficacy of Orinase in appropriately selected pa- 
tients, but it focused attention on the limitations of our knowledge 
about the overall problems of carbohydrates metabolism. 

In concluding the conference, Dr. Levine, its chairman, said: 

To me the most important aspect of the research in this field has been the 
stimulus it has provided to renewed work on the etiology of diabetes millitus 
and on the synthesis of insulin, its storage and the control of its release. We 
may say that, in addition to stimulating the beta cells, the sulfonylureas have 
stimulated the investigators. 

The report of this conference was published as article I of volume 
71 of the Annals of the New York Academy of Sciences in July 1957. 
We distributed 80,500 copies of this issue on request to physicians, 
medical students, and medical libraries. 

I have copies of this report available for the subcommittee. 
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Senator Keravuver. It will be received on the same condition as the 
others. It will be made exhibit No. 304, but will not be reproduced 
in the record. 

(Exhibit No. 304 may be found in the files of the subcommittee.) 

Dr. O’Donovan. Thank you, sir. In March 1957 our accumulated - 
experience with Orinase was compiled in 23 volumes and submitted 
for review by the Food and Drug Administration. 

On June 3, 1957, the drug was released for general prescription use. 
Studies at both the clinical and basic level were intensified rather than 
abated at that time. Slowly but surely our earlier held convictions 
regarding the nature of Orinase’s action were substantiated beyond 
reasonable doubt—thanks to the brilliant efforts in particular of Drs. 
Leonard L. Madison and Roger H. Unger, Southwestern Medical 
School, Dallas; Lillian Recant, Washington University, St. Louis; 
Solomon Berson, Veterans Administration Hospital, Bronx, New 
York; John Vallance-Owen, Cambridge, England, and others too 
numerous to mention. 

Evidence of these rewarding efforts may be found in the “Confer- 
ence on Current Trends in Research and Clinical Management of 
Diabetes, of April 10-11, 1959,” which was supported by the New 
York Academy of Sciences, The Upjohn Co, and Farbwerke Hoechst. 
Again we distributed many thousands of copies of this reprint to the 
medical profession. 

Copies of the report of the conference are available to the 
subcommittee. 

Senator Kerauver. We will make that exhibit 305 for reference. 

(Exhibit No, 305 may be found in the files of the subcommittee.) 

Dr. O’Donovan. I should like to defer now if I may to Dr. Upjohn. 

Dr. Ursoun. Thank you, sir, for your report. 

As we approached the marketing of Orinase, we recognized that 
we had to undertake the most extensive educational program in our 
history with practicing physicians. We had to try to see that every 
doctor knew the type of diabetic in which Orinase would not work. 
We had to be sure that he selected his cases carefully, for the only 
hazard of its use lay in its misapplication. We had to supply every 
physician with all of the pertinent information. 

The first problem was to train our representatives to be in a posi- 
tion to provide reliable information. Our sales education depart- 
ment undertook a thorough training program for our detail men. 
Conferences were held in each of our 18 branches. Each man was 
thoroughly briefed on the physiology and pathology of diabetes and 
on the existing methods of therapy. 

They were given baehiamrentit information on chemistry, pharma- 
cology, and clinica] experience and were made familiar with the ab- 
sorption, metabolism, and excretion of Orinase in the human body. 

The men were thoroughly schooled in the types of cases in which 
Orinase should not be used. Each detail man was prepared to supply 
the doctor with complete and up-to-date written material on all of 
these topics. 

As Dr. O’Donovan has told you, we also communicated direct] 
with the doctors. We offered copies of the Annals of the New Yor 
Academy of Sciences which contained all the papers presented at 
their meetings on diabetes held in 1957 and 1959. 
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We offered copies of the journal Metabolism which contained papers 
ageney at the first Orinase conference in Kalamazoo in June 1956. 

e sent clinical case reports which would show the busy practitioner 
how other physicians had used Orinase successfully. 

We mailed file cards with concise information and booklets printed 
with the words “Important Information—To Be Read Carefully Be- 
fore Prescribing Orinase.” To assist physicians in patient education 
about diabetes management, we supplied a series of educational 
pamphlets, detailed diet information sheets, and patient progress cards. 

In all of this it is important that you realize that our educational 
problem was made especially difficult because Orinase therapy repre- 
sented the first major departure from the concepts of diabetes therapy 
which had been taught and practiced for 40 years. 

It is also important to remember that this was not an informational 
job that could be finished in a one-time visit to a doctor’s office. All 
of this information had to be kept constantly in front of doctors as the 
drug gradually went into use. 

Our efforts to inform physicians continue. On June 25,1958, Grand 
Rounds No. 7 was presented by closed circuit television to physicians 
in eight cities. It originated, with American Medical Association co- 
operation, from the 1958 annual meeting of the AMA in San Francisco 
and was entitled “The Current Therapy of Diabetes.” Participating 

anelists were Drs. Bean, Dolger, Forsham, Levine, Marble, and 
Wilkersod, all top men with established reputations in their fields. 
Seven thousand doctors saw the broadcast. 

Subsequently kinescopes of this film have been seen by 38,000 more 
doctors. 

Recently we have prepared a half-hour teaching film entitled “Cur- 
rent Trends in the Clinical Management of Diabetes,” which was 
prepared in cooperation with the University of California Medical 
School. We have three copies of this film available in each of our 18 
branches for loan to medical schools. 

These 54 copies are in such constant demand that more are being 
prepared. 

Orinase has now been on the market for nearly 3 years. We feel 
that we fulfilled our responsibility to conduct a careful, precise, and 
thorough examination of the drug before a single tablet was offered 
for sale. We feel that we have fulfilled and continue to fulfill our 
responsibility to provide thorough and up-to-date information to the 
practicing physician. We can bring no better evidence of this than 
to say that today well over a half million diabetics are being main- 
tained on daily Orinase therapy. 

Senator Keravuver. Thank you, Dr. Upjohn and Dr. O’Donovan, for 
this careful review which you have made. 

I want to compliment you, Doctor, on one of the most thorough 
careful, and extensive clinical testing of a drug that I have ever read 
about or know anything about, before it was put on the market. 

This committee is here not to criticize everything but to commend 
any pharmaceutical company upon presentations like this for a job 
well done. 

It is quite apparent that you have done a great amount of careful 
clinical testing in order to point out where the drug could be used 
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and where it could not be used. This is very extensive and I want to 
say that it looks like a very well done job. 

Dr. Ursonn. Thank you, sir, very much. That is high praise and 
encouraging. 

Senator Kerauver. We had not been certain about the physicians 
who would appear this week, those not connected with companies. 
Tentatively, at least, we hope to have, during the course of this week’s 
hearings, Dr. Alexander Marble of the Joslin Clinic, Boston; Dr. 
Henry Dolger of Mt. Sinai Hospital, New York, both of whom 
have ea mentioned several times by Dr. O’Donovan in his statement, 
and also Dr. Samuel Loube, a prominent and able physician in the 
District of Columbia who has made an analysis of certain clinical test 
materials submitted to the Food and Drug Administration. He will 
submit and explain what the analysis means. 

You gentlemen have both mentioned Dr. Marble and Dr. Dolger and 
you do think they are eminent in the field? 

Dr. O’Donovan. Definitely, sir, very definitely. 

Senator Kerauver. All right. Senator Hruska, do you wish to 
make any comment before we turn to counsel ? 


Senator Hruska. No; I will make my comment later, Mr. Chair- 
man. 


Senator Kerauver. Very well. 

Mr. Dixon. Dr. Upjohn, I noted in the second paragraph of Dr. 
O’Donovan’s statement, page 6, that apparently the Upjohn Co. 
learned in October 1955 of the reports from a conference in Germany 
concerning the discovery of the blood sugar lowering property of a 
sulfanilamide compound. After learning this, Dr. O'Donovan stated 
that within a few days Dr. Burbidge, the medical director of Upjohn, 
was in Frankfurt, Germany, to discuss the discovery with the Hoechst 
people. Did the reason that Dr. Burbidge went to Germany to meet 
with Hoechst flow from your basic agreement with the Hoechst Co. 
which was entered into between the Upjohn Co. and Hoechst on 
August 30, 1949? 

Dr. Ursonn. Of course, there was a relationship. I am quite sure, 
however, that the news of that observation would have been an in- 
teresting thing to us in any event. 

Mr. Drxon. At this point I think we should mark for the record as 
“Exhibit 306” an agreement between the Upjohn Co. and the Hoechst 
Co. dated August 30, 1949, and supplemented since that time. The 
agreement and supplement are contained in one document. 

Senator Keravuver. Let it be made exhibit 306. 

(Exhibit No. 306 may be found on p. 11253.) 

Mr. Drxon. Dr. Upjohn, I understand this is a fundamental agree- 
ment between your company and the Hoechst Co., and that it is very 
broad. I understand that these are some of the highlights of the 
document, that your company is licensed to produce and sell all sub- 
stances used in medicine, pharmacy, and processes of making such 
substances as well as all intermediates used in the manufacture of 
such substances. You were granted that right in 1949 by Hoechst in 
this agreement, were you not, sir? 

Dr. Upsoun. I don’t believe so, no; not the way you stated it. You 


have the agreement there, but you said we were licensed under all, 
which is not right. 
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Mr. Dixon. I will read page 2 of the basic agreement which is 
dated August 30, 1949: 


For the puropse of this agreement the term “the said inventions” shall mean 
any and all inventions relating to (a) substances used in medicine or pharmacy, 
excluding the so-called antibiotics, and to the process of making such sub- 
stances; (b) chemicals (intermediates) to be used in the production of the sub- 
stances referred to in (@) and to the process of making such chemicals. 


Also, on page 2 of the basic agreement, it is provided in (c) : 

“License” as herein used shall mean an exclusive license extending through- 
out the United States of America and its possessions. 

In paragraph 2 on that same page, it says: 


In the field of the said inventions, Hoechst gives and grants to Upjohn the 
privilege and option to obtain the exclusive right to manufacture, use, and sell 
throughout the United States of America and its possessions under any United 
States patent application and under any United States patent which issues on 
said application, or any extension or renewal thereof that Hoechst might secure 
during the life of this agreement under the following provisions. 

Dr. Upsoun. Mr. Dixon, of course you understand I am not a 
lawyer. 

Mr. Dixon. Yes, sir. 


Dr. Ursoun. It is my understanding that this is an option that 
we had. But if you have some question about that, I am sure if you 
want to state the question I will be very happy to get the answer for 
you to it. I don’t think that I should attempt to make legal 

Mr. Drxon. I just want to examine you generally on it. I think 
that the document does speak for itself. My original question was 
whether you had this agreement with Hoechst. 

Dr. Upsoun. We have an option agreement with Hoechst; yes, sir. 

Mr. Dixon. That is right, sir. It was, as I understand it, for 
5 years and renewable, and you renewed it on July 27, 1954. It was, 
I Sdidve: at that time understood that the agreement would be renew- 
able every 2 years after that period of time. 

Now, on page 3 of that agreement—— 

Senator Kerauver. That is the original agreement ? 


Mr. Drxon. That is the original agreement. In paragraph 5, this 
is contained : 


In the event Upjohn elects to negotiate for a license but Hoechst and Upjohn 
cannot agree on the terms, Hoechst shall be free to negotiate with any third 
party on such a license; provided, however, that Upjohn shall have first right 
and option to a license on the same terms and conditions as are acceptable 


to said third party, provided further that negotiations with said third party 
have been bona fide. 


As I understand it, there was a modification of this agreement on 
May 29, 1958. 

The amended agreement provides that “Hoechst expressly reserves 
to itself and to its U.S. subsidiaries * * * the right” to manufacture 
and sell in this country along with Upjohn. It provides further that 
this reservation shall not apply to oral antidiabetic drugs and a list of 
other compounds. 

As I understand it, Upjohn was to continue to have the exclusive 
rights even excluding the Hoechst Co. which had originated the de- 
velopment, and the contract further stipulates that all sales under the 
Hoechst label were to be only “in finished pharmaceutical form.” 
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Would you explain to the committee why that restriction was en- 
tered into? 

Dr. Ursoun. Why in finished pharmaceutical form ? 

Mr. Dixon. Yes, sir. ; 

Senator Keravuver. As I understand it, by this extension you con- 
tinue to have the exclusive right as to Orinase and other diabetic 
compounds, but in the meantime Hoechst had formed a manufactur- 
ing subsidiary in Rhode Island. As to other products that they might 
manufacture outside of the diabetic products, the agreement was that 
they could manufacture and sell but only in finished form. That is 
what this seems to say. Is that your conception of it? 

Dr. Ursoun. I am going to have to ask you to repeat this. It seems 
to me there are quite a few things that have been said here all at once, 
and I would like to get it straight. 

Mr. Drxon. As the chairman just—— 

Senator Hruska. Has the doctor a copy of the agreement ? 

Dr. Uprsoun. No; I haven’t. I don’t have one before me. 

Senator Hruska. You don’t have one before you, Doctor ¢ 

Dr. Ursoun. No; I do not. 

Senator Keravuver. Let him have mine. 

Mr. Dixon. If you will refer to the letter of May 29, 1958, to your 
company from the Hoechst Co. 

Dr. Upsoun. Yes. 


Mr. Dixon. In paragraph No, 1, “Reservations and Exceptions,” it 
reads as follows: 


Effective as of the 28th of May 1958, Hoechst expressly reserves to itself and 


to its U.S. subsidiaries (that is to any U.S. company in which Hoechst controls 
either legally or beneficially more than 50 percent (50%) of the issued capital 
stock), the right to practice the inventions as defined in article I of the agreement 
of August 30, 1949, throughout the United States of America and its possessions 
so that the exclusive rights provided for in article 2 of the agreement of August 
30, 1949, will not be exclusive as to Hoechst and to its subsidiaries as above 
defined. Provided, however, that this reservation and exception to Hoechst shall 


not apply to inventions in the field of so-called blood-sugar-reducing preparations 
for oral use. 


The reservation and exception to Hoechst under this agreement will be for 


sale of the respective products under the Hoechst label only in finished phar- 
maceutical form. 


That raises two questions. One is that Hoechst agreed with 
you that they would not sell any product on which they owned the 
invention in the antidiabetic field. It also provides, however, that they 
would own all the other products on which they owned an invention 
in a degree with you, which they would sell only in finished form. 
In other words, that was the only way they were going to sell those 
products in competition with you in this country. 

Would you care to comment on those two reservations? 

Dr. Ursoun. I think the only comment that I would care to make 
is that when it came time to renew the agreement, Hoechst asked 
for these changes in the original agreement and would not renew it 
unless these changes were put in, and so that accounts for the reser- 
vation. 

Mr. Dixon. Didn’t you ask for something yourself here with respect 
to the antidiabetic drugs, because you have under this agreement the 
exclusive right even with respect to the originators? 
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Dr. Ursoun. By this time, we had already obtained the license, I 
believe, for the antidiabetic compound. 

Mr. Dixon. Didn't you yourself require that Hoechst would not sell 
in bulk form, because it is a restriction upon Hoechst, not you? 

Dr. Ursoun. I just said that there is an original option agreement. 
Under the option agreement when this antidiabetic compound came 
to light, we exercised our option and obtained an exclusive license. 

Mr. Dixon. And by this time you were marketing Orinase? 

Dr. Ursonn. No, we weren’t marketing it, I guess, at that time. 

Were we? ; i 

Mr. Drxon. In may of 1958 weren’t you marketing Orinase? __ 

Dr. Ursonn. Yes, in May of 1958 we were marketing it; that is 
right. 

Mr. Drxon. You were marketing it by that time. So when this 
supplemental agreement was entered into, you had Orinase on the 
market. You had established the price at which it was being sold. 

Dr. Upsoun. Yes. 

Mr. Dixon. And then you entered into this agreement, and part of 
that agreement left Orinase exclusively in your hands in the United 
States ? 

Dr. Ursoun. That is right. 

Mr. Dixon. But with respect to the other products which you were 
marketing that you had obtained under the license agreement from 
Hoechst—— 

Dr. Ursonn. No. 

Mr. Drxon. That you had the right to obtain, Hoechst agreed that 
they would only sell them in the United States through their sub- 
sidiary in finished form. What was the intent of this last agreement, 
“in finished form” ? 

Dr. Ursoun. The only intent that I know of is that they were 
reserving to themselves the right to market products of their devel- 
opment in the United States. 

Senator Krravver. I think Mr. Dixon’s question is why you would 
insist upon their selling only in finished form. That prohibits them 
from saliag to small companies which might compete. 

Dr. Upsoun. We didn’t prohibit them from doing it, to the best of 
my knowledge. 

Mr. Dixon. Aren’t they peers by this agreement ? 

Dr. Ursoun. Not to my knowledge, they are not. 

Mr. Drxon. Can they sell in bulk with this reservation in this agree- 
ment? This is not just a one-way agreement, This is a bilateral 
agreement. You are a party to it, along with them. This is an agree- 


ment that you entered into and signed, and the reservation is clear. 
It states: 


This reservation and exception to Hoechst under this agreement will be for 
sale of the respective products under the Hoechst label only in finished phar- 


maceutical form. 

That is plain language. It doesn’t say anything about bulk. It 
says they can sell it only in finished pharmaceutical form, doesn’t it, 
sir? 

Dr. Ursonn. Well, I would presume not, because I presume that 
if we were, for instance, going to have the right to sell the same prod- 
uct, that they might sell the bulk form to us, for instance. 
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Mr. Dixon. Could other manufacturers buy from the Hoechst sub- 
sidiary in the United States in bulk form under this agreement ? 

Dr. Ursoun. You have the agreement there. I just don’t know the 
answer to that, but my conclusion would be as I said, that under such 
agreement, where a product of their development was to be marketed 
by Upjohn and by Hoechst, there would be nothing in there that 
would exclude Hoechst from selling the bulk to Upjohn, for instance. 

Mr. Dixon. But to no one else ? 

Dr. Ursoun. Well, if someone else didn’t have a license to sell it, 
I don’t think there would be any opportunity for them, any excuse 
for them. 

Mr. Dixon. The point is, sir, that you are a party to this agreement, 
although under the original basic agreement, as I understand it, you 
are given the broad right to manufacture, use and sell as you see fit, 
which would include the right, if you chose, to sell the products that 
you obtained from Hoechst under this agreement in bulk or finished 
form. I would understand that from the original agreement of 
August 30, 1949. 

Dr. Ursoun. I regard that agreement as an option only. 

Mr. Dixon. You regard it as an option ? 

Dr. Ursoun. Yes. 

Mr. Drxon. If you choose to, the agreement gives you the option 
. buy a product from them and to sell it as you see fit in the United 

tates ? 

Dr. Uprsoun. To get an option to take the license from them if 
we see fit. 

Mr. Dixon. By this time, by the time of the letter of May 29, 1958, 
you had exercised your option and obtained the rights to Orinase in 
the United States, had you not ? 

Dr. Ursoun. That is right; yes. 

Mr. Drxon. Mr, Chairman, I would suggest that the agreement 
pertaining to Orinase be made exhibit 307. 

Senator Keravuver. Let it be made exhibit 307. 

(Exhibit No. 307 may be found on p. 11262.) 

Senator Hruska. In its entirety ? 

Mr. Drxon. In its entirety, with some supplements since the origi- 
nal agreement was entered into on the 6th day of August 1956. | 

You said you consider your original agreement in 1949 as an option. 
You certainly exercised your option rights on Orinase, did you not? 

Dr. Upsoun. Yes, sir. 

Mr. Drxon. Had you exercised it on any other product by 1958? 

Dr. Ursoun. No sir, I think not. 

Mr. Dixon. You have exercised no product option other than 
Orinase since the 1949 original agreement ? 

Dr. Ursonn. I believe that is right. 

Mr. Dixon. But if you do exercise one with this restriction here, 
it would mean that you would have the right to manufacture and sell 
it as you see fit, including in bulk form, but that Hoechst would onl 
have the right in the United. States through a subsidiary of selling it 
in finished form; is that correct? 

Dr. Upsoun. It sounds to me as though you are asking me what we 
might do at some time in the future, aren’t you? 
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Mr. Drxon. I am just asking you whether that isn’t what this 
eres means, because the agreement is very plain on its face? 
The way you have explained it, it being originally an option, you have 
to exercise the option first to get a product. You have to have another 
agreement. Using the two together, if you exercise the option to get 
another product different from Orinase, in another field—suppose they 
had a fine product in the steroid hormone field and you decided to ex- 
ercise your option there and become the sole licensee in the United 
States for that product, then the agreement of May 29, 1958, would 
come into play, would it not, sir? 

Dr. Upsonn. Yes. 

Let’s see if we have got this thing straight now. If we were to 
exercise our option for a product, I mean in the future under the 
option, that we would have the option for an exclusive license, but 
except for Hoechst. They would reserve their right. So then there 
would be two people selling it in the United States. 

Mr. Drxon. That is right, and one of them would be restricted 
to selling it only in finished form. 

Dr. Upsoun. It doesn’t seem to me that that follows at all. If there 
are only two people licensed, where does the question of bulk sales 
come in? 

Mr. Drxon. You have the right to sell Orinase today in bulk do 
you not, sir? It is very clear under the license. 

Dr. Ursoun. Yes, I think that is right; yes. 

Mr. Dixon. Do you sell it in bulk to anyone? 

Dr. Ursonn. No, sir, we do not. 

Mr. Drxon. All right, sir. Then if you exercised an option on an- 
other product, you would have the right to sell it in bulk, would you 
not, if you chose to? 

Dr. Ursoun. Yes, I presume so. Of course this would have to 
be another agreement. 

Mr. Drxon. That is correct. 

Dr. Urpsonn. Product by product, wouldn’t it? 

Mr. Drxon. But certainly under this overall agreement of May 29, 
1958, which is in effect today, unless it was renegotiated, Hoechst, 
through its subsidiary could not sell it in bulk. That is very clear, 
isn’t it? 

Senator Kerauver. That is what the agreement says. 

Dr. Ursoun. To the extent that I mentioned it, it probably is true. 
Do you get my point, Mr. Dixon? 

Mr. Drxon. Sir? 

Dr. Ursonn. Do you get my point? 

Mr. Drxon. I do, sir, because you say there is another agreement 
that has to be worked out. 

Dr. Ursonn. Yes. 

Mr. Dixon. And it could be entirely possible that in that agreement 
you might be restricted yourself on how you would sell it? 

Senator Keravver. i don’t understand about requiring another 
agreement to be worked out. 

Mr. Drxon. Senator, exhibit 306, the overall agreement between 
the two companies, gives him the broad nee to exercise an option 
on any product that Hoechst developed. For example, he went to 


Germany for Orinase, exercised his option, secured the product, and 
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a ape license agreement on Orinase was entered into. That is 
exhibit 307.. According to exhibit 307, he has the exclusive right in 
the United States to market and sell Orinase in any form that he 
chooses to sell it. 

Exhibit 306, the basic agreement, was ultimately supplemented on 
May 29, 1958, pertaining to any product which he might want to 
exercise his option on, other than the antidiabetic drugs or drugs in 
that area. In that agreement they agreed among themselves that 
Hoechst would sell those products in the United States through its 
subsidiary or through a company where it has the control set forth in 
the agreement, and that they would sell it only in finished form. 

Senator Keravuver. That is drugs outside of antidiabetics? 

Mr. Drxon. That is right, sir. 

Senator Kerauver. How about this original agreement? Is that 
a complete allocation territory on drugs in existence or that may be 
in existence, in giving you an option? 

Dr. Upsonn. No, it isn’t; nothing like that. 

Senator Keravuver. Why isn’t it ? 

Dr. Ursoun. It is an option for us to obtain a license under any 
U.S. patents that they may have. 

Mr. Dixon. In other words, it is a one-way street to you exclusive- 
ly? You have that right. No one else has that right in the United 
States? 

Dr. Ursoun. That is right. 

Mr. Drxon. Do you offer the same thing to Hoechst? 

Dr. Ursonn. You have the agreement there. I am quite sure 
there—— 

Mr. Dixon. We asked Upjohn originally for all its agreements 
with foreign companies, but in the original subpena they were not 
given to us. Later, we began to trace it; we wrote specifically for it 
and you submitted this agreement. 

Senator Keravuver. What exhibit is that? 

Mr. Dixon. Exhibit 306. 

Senator Keravuver. To get the matter straight now, beginning back 
in 1949, Hoechst entered into an agreement and gave you an option. 
I am sure there are considerations both ways on any and all dru 
that they then had or might produce whereby you were to be the 
exclusive licensee in the United States. Then later on you wanted 
Orinase, so you entered into a separate agreement ? 

Mr. Drxon. In 1956, for Orinase. 

Senator Keravver. In it you continued to have the exclusive rights 
to Orinase, but in the meantime Hoechst had formed a plant in 
Rhode Island which was planning to manufacture, presumably, some 
other drugs. Hoechst, however, was limited to the manufacture and 
sale in finished pharmaceutical form. That, as I understand it, is 
the situation. 

Dr. Upsonn. I don’t believe that is right, Senator. 

Senator Keravuver. What isn’t right? 

Dr. Upsoun. If you would like, I would be glad to submit a writ- 
ten opinion on this fio our legal counsel. 

Senator Hruska. Mr. Chairman, may I inquire of Dr. Upjohn? 

Dr. Upjohn, did you personally negotiate this agreement ? 

Mr. Dixon. Is your lawyer with you here, sir? 
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Dr. Uprsoun. I think that I would rather do this at a different 
time, submit to you a written opinion on that, if I may. 

Senator Keravver. Is your lawyer here, Dr. Upjohn? 

Dr. Ursonn. I don’t know if he is in the room now or not. 

Senator Kerauver. Who is your lawyer? 

Dr. Upsoun. The head of our legal division, you mean? 

Senator Kerauver. Whatever lawyer is here. 

Dr. Ursoun. The man who would probably want to discuss this 
would be the head of our patent law division and he is not here. 

Senator Kerauver. Who is here? 

Dr. Upsoun. I think we have the head of our legal division here. 

Senator Kerauver. Whois that? 

Dr. Upsonn. Mr. Leslie Harrop. 

Senator Hruska. Does he concern himself with patent matters? 

Dr. Ursounn. Broadly. I think he is not a patent lawyer himself. 

Senator Hruska. Did he have any personal contact with negotiat- 
ing for the drawing of these agreements? 

Jr. Upsoun. Yes; he did. 

Senator Hruska. Sir? 

Dr. Ursoun. Yes. 

Senator Kerauver. Mr. Harrop, why don’t you come around? 
Maybe you can throw some light on this. 

Dr. Ursoun. This will be very difficult for Mr. Harrop because he 
has a case of laryngitis this morning. Maybe with the aid of the 
microphone you might hear him. 

Senator Kerauver. You are Mr, Harrop, of the legal division of 
the Upjohn Co., as I understand it. 

The question is whether there is a provision in the antitrust laws 
about restrictive licensing or territorial division in connection with 
restraint of trade. The first contract seems to give the exclusive 
pin to Upjohn in 1949 to all products of Hoechst. Is that correct, 
sir ? 

Mr. Harrop. Option to all except antibiotics. 

Senator Kerauver. Except antibiotics, that is correct. Then in the 
amendment which was entered into later, in May 1958, the option to 
change and the exclusive license continued as to diabetic drugs, giving 
Upjohn continued authority as the sole marketer of diabetic drugs, is 
that correct? 

Mr. Harror. That had moved out of the realm of an option and had 
become an executed license and couldn’t be disturbed by the renewal 
agreement. 

Senator Krrauver. It became, then, an executed license ? 

Mr. Harrop. That is right. It was in existence at the time that the 
negotiations took place for the renewal that Mr. Dixon has mentioned. 

Senator Kerauver. And then as to other drugs that Hoechst made, 
manufactured and wanted to market, they have to do so in finished 
pharmaceutical form ? 

Mr. Harrop. Senator Kefauver, those are the best terms we could 
get. We wanted to renew it as an exclusive license. They were un- 
willing to do that. They insisted upon the reservation and stated the 
terms of their reservation. 

Senator Kreravuver. You mean you wanted to continue to have an 
exclusive license as to all the other products, too, but Hoechst 
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wouldn’t go along with that, so it was finally agreed that they would 
manufacture and market, but they had to do so in finished pharmaceu- 
tical form, which meant that they couldn’t sell these products in bulk 
to other companies? 

Mr. Harrop. We agreed to their terms and those are the best terms 
we could get from them. They had no interest, they said, in selling 
except in that fashion. 

Senator Kerauver. Did you insist upon their restriction as to 
selling in finished form? 

Mr. Harrop. No, sir. 

Senator Kerauver. You wanted the complete license? 

Mr. Harrop. That is right. 

Senator Kerauver. But they insisted that they would go along only 
on selling in finished form. 

Mr. Harrop. They were getting ready to develop their own Ameri- 
can pharmaceutical sales operation and they were insistent upon re- 
serving the right to themselves on their own inventions from that 
point out. 

Senator Keravuver. Mr. Harrop, is this in restraint of trade? What 
do you think about it ? 

Mr. Harxop, I don’t think it is, sir. 

Senator Kerrauver. This is an exclusive licensing agreement. 

Mr. Harrop. I don’t think it is, sir. I think it is perfectly proper 
under the patent laws. 

Senator Kerauver. But this is not a patent matter. This is a 
contract. You are prohibiting Hoechst from selling some product 
except in finished form, even though you might not be interested in 
the product at all. 

Mr. Harror. We are not prohibiting them. They are prohibiting 
themselves. We started out with an exclusive license without limita- 
tions. They insisted upon putting this particular limitation upon 
it in derogation of the original agreement they had. 

Senator Kerauver. What I mean is that section of the contract 
is for your benefit. They wouldn’t gratuitously limit themselves to 
selling it in finished form unless it was of some benefit to you. 

Mr. Harror. I would say it was to our detriment. We had it 
exclusively before and this was the best we could get upon renewal. 

Senator Keravuver. This is better to you than to say they can sell 
it in any form. 

Mr. Harror. I don’t know that it makes much difference. 

Senator Keravver. But anyway, this was the compromise that was 
worked out between selling in any form and giving an exclusive 
license. 

Mr. Harror. Not a compromise. They were terms that were stated 
to us in a good German fashion, and take it or leave it. 

Senator Kerauver. And you took it. 

Mr. Harrop. Right. 

Senator Hruska. Will the chairman yield? Mr. Harrop, isn’t it 
—_ that prior to May 29, 1959, you had an exclusive on the entire 

eld ¢ 

Mr. Harror. We had an option to negotiate for an exclusive license 
on the entire field, yes, sir. 

Senator Hruska. The entire field bulk and finished product? 
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Mr. Harrop. Right. 

Senator Hruska. You negotiated this supplemental agreement of 
May 29, 1959 or 1958, and you gave up the exclusive—that part of 
the option relating to the exclusive marketing the finished product 
did you not ? 

Mr. Harrop. We had to. 

Senator Hruska, You had to in order to get the supplemental 
agreement, 

So that you wound up with less in the supplemental agreement 
than the subject matter of the option in the primary agreement, is 
that not correct ? 

Mr. Harrop. A great deal less. 

Mr. Drxon. Before you leave, you made a couple of statements on 
which I want some clarification. You said that it was just offered 
to you in the blunt German fashion, and it was either take it or 
leave it. Do you want us to understand from your point of view 
that Upjohn was not desirous and did not negotiate on the basis 
that if they marketed their products under this option agreement, 
they would not be restricted to sell only in finished form 

Mr. Harrop. Yes, I do want you to understand that. 

Mr. Drxon. You said it would not make any difference whether 
they sold it in finished or bulk form. We have had much testimony 
here where it would appear to make a great deal of difference if a 
small company has access to buy in bulk. It would prevent a small 
company sretts buying this in bulk from the Hoechst subsidiary, would 
it not, sir? 

Mr. Harrop. Yes, sir, I think that is expressed their own attitude 
on how they wished to enter the American market. 

Mr. Drxon. It may have expressed an attitude but this is an agree- 
ment, is it not, Mr. Harrop? 

Mr. Harrop. It is an agreement in derogation of the original agree- 
ment, yes. 

Mr. Drxon. You made a flat statement that under the patent law 
you do not think that when you restrict the marketing form of a prod- 
uct, it does not circumvent nor violate the Sherman Antitrust Act. 
Do you want to stand by that statement ? 

Mr. Harrop. I will stand by the statement I made, not yours. 

Mr. Drxon. I asked, would you stand by your statement? 

Senator Krravver. If that 1s not the statement, then what was your 
statement ? 

Mr. Harrop. Let’s have the stenographer read it. My voice is not 
terribly good, Senator. What did I say? 

Senator Krerauver. It was made sometime back. Say it over again. 
It was brief. 

Mr. Harrop. Under the patent laws the owner of the patent has 
got a right to dispose of the grant that he has received in a patent 
to make, use, and sell. As I understand the law as it is today, he can 
split that into three parts if he wants to. He can license somebody 
to manufacture. He can license somebody to sell. He can license 
somebody else to use. He may reserve to himself any or all of those 
granted rights in his own discretion and that is what Hoechst did. 

Senator Keravuver. Would there be a different rule if there were no 
patent ? 
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Mr. Harrop. If there is no patent involved, you can’t agree to re- 
strict anybody. 

Senator Keravuver. You can’t agree to restrict territories and mat- 
ters of that sort? There is no patent on Orinase. 

Mr. Harrop. That is correct. 

Senator Kerauver. Then how do you do it? 

Mr. Harrop. How do we do what # 

Senator Keravver. I mean territorial division. 

Mr. Harrop. There is no territorial division. 

Senator Keravver. Restriction. You are granted the exclusive—— 

Mr. Harrop. You are moving from a theoretical hypothetical case 
after the renewal in 1959 and trying to relate it back to something 
that was executed before 1959. 

Senator Krrauver. No, we had this same issue with some other 
companies regarding prednisone. We will get to the patent matter 
later, but you have the exclusive license on Orinase and other dia- 
betic drugs on which you pay a royalty, and on which there is at the 
present time no patent. 

Mr. Harrop. That is correct. The exclusiveness becomes effective 
if, as, and when a patent exists or issues as far as a matter of law. 

Senator Kerauver. You mean it is not exclusive now ? 

Mr. Harrop. No, it can’t be. There is no patent. 

Senator Krerauver. Doesn’t the agreement claim that then you are 
the exclusive distributor or seller of Orinase in the United States? 

Mr. Drxon. Mr. Chairman 

Mr. Harrop. I would like to look at the agreement. 

Senator Kerauver. Dr. Upjohn has it. 

Mr. Dixon. We are going to talk about the Orinase agreement now, 
exhibit 307. 

This is the Orinase license agreement as supplemented. I believe 
you told the chairman, Senator Kefauver, that there is not as yet 
any patent that has been issued in the United States on Orinase. 

Mr. Harrop. That is correct. 


Mr. Dixon. If you will look at the bottom paragraph of the first 
page, it says— 





Whereas Upjohn is desirous of obtaining an exclusive license under such 
invention in the United States of America and of obtaining said know-how of 
Hoechst, all upon the terms and conditions hereinafter set forth * * *. 


These pages are not numbered, but the next thing I will read is on 
page 4 under section 2 of the grant, subparagraph 1, patents: 

Hoechst hereby grants to Upjohn and Upjohn hereby accepts from Hoechst 
an exclusive, nontransferable license to practice in the United States of America, 
its territories, and possessions, the invention covered by the licensed patent 
rights, solely for the manufacture, use, and sale of the antidiabetic compound 
and for no other compound, unless expressly added by mutual agreement between 


the parties hereto. 

Although there still has been no patent, this agreement granted you 
that exclusive right, did it not, sir? 

Mr. Harrop The grant is as to the licensed patent rights, and if 
you will move back to page 2 on your agreement, on section 1, sub- 
number 2 you will find that the term “licensed patent rights” mean 
applications and about 6 or 7 of them are listed, any patents issued 
thereon, et cetera. 


35621—60—pt. 20-3 
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Mr. Dixon, These are only applications, are they not, sir? The 
a poe have been made. 

r. Harror. That is right, and you have a nonenforcible right 
until the patent issues. But the negotiation is for the exclusive right 
under the applications and patents if they issue. If no patents issue 
you never get anything. 

Mr. Drxon. But you have a contract that grants you this, and you 
are exercising your right under this contract. Does anybody else 
have the right to sell Orinase in the United States ? 

Mr. Harrop. Yes, sir. 

Mr. Dixon. Is anyone selling it ? 

Mr. Harrop. No, sir. 

Mr. Dixon. Someone else has this right ? 

Mr. Harrop. Yes, 

Mr. Drxon. Who is this someone ? 

Mr. Harror. Everybody. 

Mr. Drxon. You are saying because there is today no patent that 
has been issued, anyone has the right to go out I suppose, and—— 

Mr. Harror. That is a rather elementary patent law, Mr. Dixon. 

Mr, Dixon, I think it is elementary, but the fact is that nobody is 
doing it. How much would it cost someone to put up the money and 
the economic resources to enjoy this right, and then if the patent were 
to issue, what would happen to him ? 

Mr. Harror. That is your problem. Why don’t you solve it? 

Mr. Dixon. How would you solve it? 

Mr. Harrop. I wouldn’t get into it if I were you. 

Mr. Drxon. So in effect it is restrictive then, isn’t it ? 

Mr. Harrop. It is not restrictive at all. 

Mr. Dixon. You have a license here 

Mr. Harrorv. When I tell you anybody in the United States can 
sell it now, how can you say it is restrictive ? 

Senator Hruska. Mr. Harrop, if-anyone else did sell it you would 
have no remedy against them whatsoever. 

Mr. Harror. Couldn’t doathing. 

Senator Hruska. Until such time as a patent were issued and the 
agreement attached to that patent was under and by reason of that 
patent. ’ 

Mr. Harrop. Quite true. 

Senator Hruska. And then you would have it ? 

Mr. Harrop, Right. 

Senator Hruska. I might say, Mr. Chairman, this same ground 
was covered before in the hearings. I think it was the first or the 
second day, the second day at page 231. This is not new material. 
It was covered before, where an agreement can be made with refer- 
ence to pending applications for patents. ; ; 

Mr. Harrop. I think the Department of Justice will require that in 
the settlement decree and do it repeatedly. So if it is illegal the 
Government is doing it illegally. 

Senator Kerrauver. The agreement here speaks for itself, but 
whether you tried to get an exclusive as of the present time or whether 
the patent application is pending, your interpretation is that this 
agreement really has no force and effect until the patent issues ? 

Mr. Harrop. That is right. 
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Senator Keravver. Then why do you pay a very substantial royalty 
to Hoechst ? 

Mr. Harrop. Because it is very customary to pay on an application 
to get started in the market. I would say a great share of the royalties 
that are paid on ali patents are paid prior to the issuance of a patent. 

The patent may not issue for 3, 5, 1t has even gone as high as 16 or 
17 years from the date of application before a patent is issued. 

Senator Keravver. It is your position that you have no legal 
liability to pay the royalty but that you are just going to do so? 

Mr. Harrop. I beg your pardon. 

Senator Keravver. Is it your position that you have no real legal 
liability to pay the royalty ? 

Mr. Harrop. We certainly do have the legal liability by contract to 
pay the royalty. 

Mr. Dixon. Then if that is binding upon you, why is not the other 
one binding upon you ¢ 

Mr. Harrop. Because it is unenforceable. There is no force to it 
until the patent comes into effect. 

Mr. Dixon. Let’s get something straight. In other words, you are 
saying they could enforce their right to collect the royalty from you 
but could not enforce the other right ? 

Mr. Harrop. They could have enforced it, the right to collect the 
royalty if this had been a nonexclusive license under the application. 
The exclusivity of the license has nothing to do with the contractual 
obligation to collect and pay the royalty. 

Senator Keravuver. Was this agreement submitted to any agency of 
the Government ? 

Mr. Harrop. Not to the best of my knowledge. To this committee 
of course. 

Senator Kerauver. I know, but I mean until we subpenaed you. 

Mr. Harror. Let me modify 

Senator Kerauver. The Senate during World War II conducted a 
similar investigation in connection with munitions, in relation to ex- 
clusive licensing. It found that diminishing competition was hurting 
the war effort, that. other companies could not get going and there was 
quite a caustic criticism of the general practice of restricting sales or 
limiting manufacturing to certain companies and restricting competi- 
tion by not making parts and materials available to other companies. 
Is it your opinion that this bulk sale limitation requirement to sell in 
pharmaceutical form only is unenforcible also ? 

Mr. Harror. You are talking about an option agreement now. 
There is no executed agreement covering any invention that has that 
provision in it. 

Senator Keravver. This agreement of May 29, 1958, requiring 
Hoechst to sell in finished form is certainly a limitation and a restric- 
tion. Would that apply to products whether they are patented or 
whether they are not patented by Hoechst ? 

Mr. Harror. If you will look at the option, it covers only patentable 
inventions. If you look further at the option agreement, you will 
find that all we have is a right to negotiate. If we cannot reach terms 
in the negotiation they are free to negotiate with anybody else on any 
terms that they want to, and the only thing we have is a first refusal 
of whatever bona fide offer they can get from anybody else. 
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It isa long way from a completed package. 

Mr. Drxon. Mr. Chairman, I think it is interesting to note that 
with this agreement of August 6, 1956, the Hoechst Co. submitted a 
letter of September 6, 1956, which was sent by Hoechst to Gordon 
Hueschen of Upjohn, regarding Orinase. It reads: 

Please refer to our letter of August 28, 1956. We beg to advise you that the 
license agreement was approved by the German authorities by letter of August 
29, 1956. Complete information on D-860 is being prepared and will be sent to 
you as soon as possible. 

Apparently Germany requires that such agreement be reported to 
their Government. 

Mr. Harrop. Mr. Dixon, at the time the 1949 agreement was nego- 
tiated, West Germany was under military occupation and run by the 
American, British, and French forces, and that original agreement 
had to have the approval of the military occupation forces as well as 
the trustee who was operating Hoechst, and the Germans—may I 
finish my statement ? 

Mr. Dixon. Yes, but before you do it, I think you are talking about 
the option agreement and I am talking about the license agreement 
now. 

Mr. Harrop. If you had not interrupted me I was going to get to 
the point that you seemed to be interested in. The German Govern- 
ment, when it came into force and effect, put in a requirement of 
approval of contracts which persisted for a few years beyond the 
year 1956. 

It is no longer in force and effect and is not required. But it was 
required in 1956 by German law. There is no corresponding U.S. 
law to require it. 

Mr. Drxon. I understand that. Mr. Harrop. 

Mr. Harrop. Yes. 

Senator Keravver. One of our primary interests here is the com- 

etition on these important medical products, these wonder drugs. 

pjohn has done very well in the case of Orinase, and has carried out 
extensive clinical testing. There should be competition among the 
pharmaceutical companies in the manufacture of these drugs so that 
the public, the Government, and everybody else can get lower prices. 
Are not these agreements aimed at preventing the sale of Orinase by 
anybody except Upjohn? Are not these agreements also aimed at 
preventing Hoechst, which has now come into the United States, from 
selling it in bulk form to other companies which might compete and 
thereby bring about a lower price? 

Mr. Harrop. May I break your question down into two parts and 
answer the first question first and the second one second ? 

Senator Keravuver. Yes. 

Mr. Harrop. The first, the contract, the license agreement on 
Orinase is a negotiation for the rights that they are seeking to get 
under their patent applications. If letters patent are issued they 
have a right to keep it themselves. They have a right to license other 
people also on a nonexclusive basis. They have got a right to license 
a person on an exclusive basis. On the option, as I told you, those 
were their own terms, and the best terms we could get and we had to 
take it or not have a renewal. 
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Senator Kreravver. Anyway, in both cases, in the case of Orinase 
and in the case of any thee products that Hoechst might make and 
sell in finished pharmaceutical form, the net effect is to confine the 
operation to two companies and to eliminate competition by other com- 
ae either in the manufacture and sale of the product, or in the 

uying of the product in bulk form and selling it in competition to 
either Hoechst or Upjohn. 

Mr. Harrop. You realize you are talking only about patentable in- 
ventions and patents? 

Senator Kerravuver. I am talking about the purport of these 
agreements. 

Mr. Harrop. They relate to patentable inventions only. 

Senator Hruska. Mr. Harrop, there was nothing to prevent any 
other company from trying to perfect this same compound, was there? 

Mr. Harrop. No, sir. 

Senator Kerauver. Of course it was perfected by the German com- 
pany in Germany, but that company is limited by this agreement in 
who it can permit to sell its products over here in the United States. 
Hoechst can’t have any other manufacturer and distributor here in 
the United States except Upjohn. 

Senator Hruska. Mr. Chairman, I think we ought to keep this 
record straight. The witness has testified there is no such restriction. 
Anybody can sell it, and until there is, until that ripens to a point 
where letters patent issue there is no enforcible obligation. 

I think we ought to keep the record straight. I should like to ask 
the witness if that is not the fact. 

Mr. Harrop. That is correct. I think that we would have an action 
against Hoechst for violation of their agreement but not because of 
any patent right. But we could not stop any third party. 

enator Keravuver. If you can bring an action, that is a pretty effec- 
tive lever over Hoechst. Whether there is a patent or not, if you 
bring an action against them if they sell to some other company, the 
net result is they are not going to sell to some other company. 

Mr. Harrop. It is their invention, and they sold their rights to the 
invention in the United States to The Upjohn Co., and it is a per- 
fectly good piece of property that can be sold just like patent rights 
can always be sold. 

Mr. Drxon. Let me pursue the point right where we are with Mr. 
Harrop. 

You say any American company today has the right, if they care 
to, to manufacture and sell Orinase. Although that theoretically may 
be true, for them to sell abroad a product that they would call Orinase, 
would they not have to secure a new drug application from the Food 
and Drug Administration ? 

Mr. Harrop. I think you had better ask the Food and Drug Admin- 
istration about that. I don’t know what their ruling would be. 

Mr. Drxon. In other words, you do not have an understanding as 
to whether a man can come right out and sell a product without an ap- 
plication. You do not understand that ? 

Mr. Harrop. I do not know what the current attitude of the Food 
and Drug Administration would be on the situation. 

Mr. Drxon. It took you quite a considerable time to get your new 
drug application from Food and Drug, did it not ? 
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Mr. Harrop. Yes, sir. 

Mr. Drxon. And a considerable expense in money, did it not? 

Mr. Harrop. It did. 

Mr. Drxon. So if a company today, starting from the same posi- 
tion, had to go through that same duplicate effort, it would take them 
a considerable amount of money and a considerable time, would it 
not ¢ 

Mr. Harrop. That is quite correct. 

Mr. Drxon. Even though the chemistry of the drug was identical or 
was represented as being identical. 

aig, prem I am not going to try to speak for the Food and Drug 
Administration. 

Senator Keravuver. I think that is true. Even though the clinical 
tests have been gone through by Upjohn, probably somebody else 
would have to submit clinical tests of their own. But you are not 
an expert on that. 

Mr. Harrop. I don’t think I am qualified to speak for the Food 
and Drug Administration. That is what I am trying to point out. 
I can speak possibly in behalf of Upjohn but I can’t speak for the 
Food and Drug Administration. 

Mr. Drxon. The representation has been made here that any other 
company can very easily start making Orinase. 

Mr. Harrop. I think the “very easily” is something you added to 
the quotation, Mr. Dixon. 

Mr. Drxon. That is the impression I got from you, sir. 

Mr. Harrop. You asked me if antes was free to sell it and I told 
you everybody was free to sell it and I stand by that statement. 

Senator Keravuver. Let’s get one thing clear. You don’t mean they 
can make and sell Orinase. They can make and sell—— 

Mr. Harror. You want the chemical name or the generic name, 
Senator? 

Senator Krravver. Tolbutamide is the generic name, isn’t that cor- 
rect? You do have a trademark issued in April 1957 on Orinase. 

Mr. Harrop. Yes, sir. 

Senator Krrauver. So we would have to talk about some other 
name, not Orinase. 

Mr. Harrop. Yes, I overlooked that in the discussion. I thought it 
wend just clutter up the discussion, but I am glad to have you bring 
that out. 

Senator Hruska. Mr. Chairman, it has been suggested here counsel 
was under the impression of certain things being implied by the wit- 
ness and soon. I think the record will show first of all that the state- 
ment by the witness that this could be sold by anyone was not on the 
basis of its being done easily but that it was on the basis that it could 
be done legally. 

Mr. Harrop. That is right. 

Senator Hruska. Because we were deep in the legal ramifications 
of two documents which are not simple documents. They are involved 
intricate legal documents, and inherent in that are the patent laws. 
So until the counsel really used the word “easily” I don’t think it ap- 
peared any place in the record and I certainly as a member of this 
aaane was not aware that the witness intimated it could be done 
easily. 
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As a matter of fact, all morning we have had the story of the 
development of this compound to a point where it could be marketed 
and every indication is that it was not an easy process. 

Mr. Dixon. That is my point, Senator Hruska, and if I supplied 
my own impression of “easy,” I may be in error. 

Let me ask you this, Mr. Harrop. My information is the best I can 
obtain. I might say that it is most difficult to obtain anything from 
the Patent Commissioner because he has consistently interpreted in- 
formation to this committee as being confidential. My best informa- 
tion is that the tolbutamide patent is in interference, is that correct ? 
Is that your understanding ? 

Mr. Harrop. That is my understanding, yes. 

Mr. Dixon. Will you tell me what understanding you have as to 
who the parties in this interference are ? 

Mr. Harrop. Mr. Dixon, if you will look at the contract, I think 
you will see that our agreement with the Hoechst Co. is to the effect 
that the information that they transmit to us regarding any of these 
products shall be treated by us as confidential, and the Patent Com- 
missioner requested Mr. Retter, the head of our patent department 
and who is an associate attorney in the cases, for the purpose of 
information to the Upjohn Co., the Hoechst licensee, to make avail- 
able the documents, and Mr. Retter advised the Patent Commissioner 
that we held the documents in a judiciary capacity and that we were 
not the proper parties to whom such an inquiry should be addressed. 

It should be addressed to Hoechst. They own the applications, and 
I think you should take it up with Hoechst. 

Mr. Drxon. This is a foreign company, Hoechst. I so informed 
Commissioner Watson, the Patent Commissioner, who has, by his 
own interpretation, said that we should not ask him for this informa- 
tion even though the matter is in interference and even though the 
parties to the interference have free access to all the information in 
the interference. Even though they know about it, the Patent Com- 
missioner said that he is not going to open those files to this subcom- 
mittee, and that we should go to those parties directly. We did adopt 
that course until we reached this matter. The parties are abroad; 
they are not domestic; they are foreign companies. We came to the 
foreign company’s agent, as you just recounted, and he said that you 
consider that you are in a fiduciary relationship and the information 
is confidential to you. 

So we have arrived at a stage where I suppose all we can do is 
plead with Hoechst to tell us who is in interference with them, be- 
cause the Patent Commissioner won’t tell us and you won’t tell us. 

Mr. Harrop. Have you ever asked Hoechst ? 

Mr. Dixon. We have not. 

Mr. Harrop. I think you should ask them before you 

Mr. Drxon. We have no right to demand anything of Hoechst. 
We can plead with them to do it. We never demanded it of you. 

Mr. Harrop. Mr. Dixon, you have never demanded anything of us. 
You asked if we would furnish it to you in cooperation and we have. 

Mr. Dixon. I will ask the chairman. Mr. Chairman, will you de- 
mand of this witness that he give us the names of these parties in 
interference, just as if he was supenaed to do so? We requested it. 
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Senator Kerauver. Do you have some good reason which you can 
explain? We can’t get the information ourselves, as I understand it, 
there is a statute—I don’t know whether it is mandatory or optional— 
which makes certain proceedings confidential. So we have been told 
we have to get it from the parties, themselves. Is there any rea- 
son why you can’t give us the names of these people ? 

Mr, Harrop. I don’t think I am privileged to as an attorney. 

Senator Keravuver. I am not going to ask you to violate your at- 
torney relationship. We ask the company for it. Dr. Upjohn, is there 
any reason why you want to keep this information confidential ? 

Dr. Ursoun. I think it is a matter of our having no right to do 
it, that is all. 

As far as we are concerned I don’t believe it would matter to us 
whether you knew or not, but we have agreed to keep this confidential. 
We hold this information in a fiduciary capacity. That is our 
situation. 

Senator Krrauver. Maybe we will get Hoechst to give it to us. 

Dr. Upsoun. As far as we are concerned it would make no differ- 
ence. 

Mr. Harrop. I think you are going to be vastly disappointed if 
they ever do turn them over to you. 

Senator Krrauver. What is that? 

Mr. Harrop. I say I think you are going to be vastly disappointed 
if you ask Hoechst and get access to them. You are not going to 
find anything except the normal conflict between claimed inventors as 
to who has the right to the invention. 


Mr. Dixon. We would at least know who the claimants are. We 
don’t know now. 


Dr. Upsonn. Why don’t = ask them for it. 
1 


Senator Kerauver. We 

to us. 
om Harrop. I understood Mr. Dixon to say you had not asked 
them. 

Mr. Drxon. I was inerror. We did ask Hoechst and have received 
no answer. We asked Commissioner Watson and we were told again 
to go to Upjohn. We went to Upjohn and we were told what you 
have told us today. So we have been all around the circle. We still 
don’t know who is in this interference. 

Going back, Mr. Chairman, very quickly to the agreement on Ori- 
nase, it is worthy of note that under section 5 on royalties, even be- 
fore the patent has been issued Upjohn has agreed to pay a royalty 
of 7.5 percent of the net proceeds of sale as a royalty. It is also 
stated : 


In the event that conditions beyond the control of Upjohn should bring about 
Significant reductions from Upjohn’s established price level for the antidiabetic 
compound, Hoechst shall then give sympathetic consideration to any reason- 
able request Upjohn may make for an appropriate reduction in the royalty 
rate applicable to the sales of the antidiabetic compound. 

Senator Kerauver. Are we finished with the license matter ? 

Mr. Drxon. Yes, sir. ' “tt os 

Senator Krravver. I think in this whole matter of exclusive licens- 
ing—where you have a contract which may not be effective until the 
patent issues but the practical effect is that before the patent issues 
there are territorial royalties—it is my own personal opinion that it 


ave asked them and they did not give it 





ADMINISTERED PRICES 11035 


is highly restrictive. It is a matter which I think ought to be looked 
into closely by the Government departments that have jurisdiction in 
this field. This contract has not been made public nor has it been 
submitted to an agency of the Government before it was submitted 
to this committee. I think this is an important matter of public 
policy. It is said that this is common practice. I never have seen 
any case or any opinion of the Department of Justice passing on some 
of the issues that are presented here. 

Senator Hruska. Will the Senator yield at that point? 

Senator Keravuver. I will be very happy to. 

Senator Hruska. The record on December 12, 1959, is very detailed 
as to the situation of Schering Corp. on cortisone. That contract was 
not only submitted to the Antitrust Division of the Department of 
Justice but because there had been an old consent decree there it was 
submitted to the court and the court approved it and said it was all 
right, that same type of agreement, that is also in the hearings, had 
been used, that same arrangement had been used in connection with 
prednisolone. 

I don’t know in how many other cases, but there were two cases 
brought to the attention of this committee not more than 4 months 
ago, 5 months ago. 

Mr. Drxon. Senator Hruska, this clarification needs to be made: 
the old cortisone agreement was submitted to the Department of Jus- 
tice because Schering was held by the Alien Property Custodian. 
But the cross licensing agreements which were similar to this agree- 
ment were never submitted to the Department of Justice and the rec- 
ord is pretty plain on that, I believe. 

Senator Hruska. The record will speak for itself but this has noth- 
ing to do with alien property. It had to do with an old antitrust 
consent proceeding. 

Mr. Drxon. That was the old cortisone agreement. 

Senator Hruska. That is right. 

Mr. Drxon. From that we moved into the prednisone area and 
prednisone today is in an interference before the Patent Bureau. 
While that was pending, and it is still pending, there were five cross 
licenses entered into where royalties were agreed to and where the 
restriction to sell only in finished form was included, as I understand, 
the Department of Justice is looking into that today. 

Senator Krrauver. The old cortisone agreement had been before 
the committee and it was also approved in court, but that was differ- 
ent from the similar situation here. But, suppose, Counsel, you look 
up the old record and let’s get that exact. 

Mr. Harrop. Senator, may I read a memorandum? I thought this 
thing had been Jaid to rest when Mr, Haines was here for CIBA, and 
in the colloquy between you and Mr. Haines, if I recall the record 
correctly, you said to him, “We once thought that such license agree- 
ments and agreements to pay royalties were illegal. We found out 
that we are wrong.” 

But in case I have misquoted the record, let_ me read this memoran- 
dum, and I would like to offer it for the record on this subject. 

It is very brief. It is two pages. 

Senator Kerauver. Very well. 
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Mr. Harrop. A question has been raised in the course of these hear- 
ings as to the legality of a license agreement that requires the payment 
of royalties in respect of the manufacture, use or sale of products 
covered by patent applications that have not yet issued into patents, 
and the suggestion has been made that such an agreement violates the 
antitrust laws. We believe the suggestion to be erroneous, and that 
such legal evidence as exists indicates quite the contrary. We believe 
that the following points are relevant to and support our conclusion. 

1. Historically, the licensing of patent applications and the re- 
quiring of the payment of royalties for use of the claimed inventions 
is and always has been widely practiced. 

2. The antitrust legality of such practice has, to our knowledge, 
never even been questioned by any court. 

8. The contractual obligation to pay such royalties has been uni- 
formly held to be valid and enforcible. See, for example, Ellis, 
Patent Assignments and Licenses, ss 390, 546 and cases cited therein. 

4. The “boiler plate” compulsory patent licensing provisions of 
both litigated judgments and consent judgments in a host of antitrust 
cases require the licensing of patent applications, as well as patents 
issuing thereon or otherwise, subject to the payment of reasonable 
royalties, 

5. In the face of a vigorous dissent, it was held by the Supreme 
Court that there was no misuse of patents or any practice contrary 
to public policy involved in a license agreement that measured the 
royalty payments for the use of licensed patents by applying the 
licensed royalty rate to a class of products in connection with which 
the licensed patents might not have been used at all or, if used, used 
in connection with merely a component of a much larger and more 
valuable aggregation of components. Automatic Radio Manufactur- 
ing Co., Inc. v. Hazeltine Research, Inc. (339 U.S. 827 (1950)). By 
analogy, therefore, it would seem that it is equally compatible with 
the antitrust laws and public policy for a licensor to exact from his 
licensee a royalty for the use of an invention comprising the subject 
of a patent application which has not as yet issued into a patent. 

6. The inventions comprising the subject matter of patent applica- 
tions licensed to the Upjohn Co. by Farbwerke Hoechst were trade 
secrets confidentially licensed and disclosed to Upjohn. The licens- 
ing of such inventions was, in addition, accompanied by the licensing 
and disclosure of related confidential technical data to Upjohn. 
Hoechst’s interests both in such inventions and in such related con- 
fidential technical data were legally protectable and furnished valid 
consideration for Upjohn’s agreement to pay royalties. Restatement 
of Torts, section 757. (The disclosure of the licensed inventions 
to the Patent Office by the filing of the patent applications relat- 
ing thereto being confidential, the legally protectable character of 
Hoechst’s interests was not destroyed.) 

I would like to submit that, for the record, if I may. 

Senator Keravver. Is that a memorandum prepared by you? 

Mr. Harrop. It is a memorandum prepared by Covington and 
Burling. 

(The memo referred to may be found on p. 11283.) 
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Mr. Drxon. Mr. Chairman, I heard nothing in that memorandum 
that pertained to the reference in the previous license agreements in 
the case of prednisone, wherein there was a restriction that the li- 
censees would only sell in finished form. 

It is my understanding under the antitrust laws that contracts or 
license agreements in and of themselves, in order to be violative of 
the antitrust laws, must be examined in order to determine whether 
they restrain interstate trade. I point out to you sir, that there is a 
restraint upon trade to require a licensee, either before the patent is 
issued or after, to sell in finished form only. It is a restriction. It 
cannot, in my opinion, be defined any other way. 

Mr. Harror. Now you are talking about prednisone and applying 
it to Orinase, is that it? I have just read you the memorandum. 
We were talking about Orinase, I thought. 

Mr. Dixon. I realize that, sir. In your Orinase agreements—— 

Mr. Harrop. I just didn’t want your illustration to try to slop 
over into Orinase. 

Mr. Drxon. There is a restriction in this option agreement. I 
would say that it would have to be viewed by the Antitrust Division 
in its overall effect. upon the market to determine whether either of 
those agreements are restrictive or not, not just by the bare reading 
of them. 

Senator Keravuver. Very well. I think it would be well to have 
a very brief summary of the prednisone situation prepared during 
the lunch hour. 

We will stand in recess now until 2:15. 

(Whereupon, at 12:30 p.m., the committee recessed, to reconvene 
at 2:15 p.m., the same day.) 


AFTERNOON SESSION 


(Present : Senators Kefauver and Hruska.) 

Senator Krrauver. The committee will come to order. All right, 
Mr. Dixon, let’s proceed. 

Mr. Dixon. Dr. Upjohn, when you executed the license agreement 
on Orinase with Hoechst in 1956, when did you bring out the prod- 
uct for sale to the public? 

Dr. Ursoun. June 1957. 

Mr. Drxon. How did you arrive at your price on Orinase in this 
country ? 

Dr. Ursonn. Well, that was arrived at on the basis of competition 
of course. Diabetic patients can be treated by diet or by insulin. 

Senator Kerauver. What? 

Dr. Upsoun. With insulin, and insulin had been on the market 
for many years, during which time its price had come down very 
markedly, and even though the price of insulin was at quite a low 
level, it was necessary for us to consider that as our competition. 
So in arriving at any price you consider what the competitive situa- 
tion is going to be. 

Now the competition does not necessarily fix the point at which the 
pricing will be made, because there are other things to be considered, 
such as competitive advantages that one might have. 

Mr. Drxon. I Saute that the price of insulin has not been 
changed since 1947. 
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Dr. Ursonn. I didn’t look that up, Mr. Dixon, but I do recall that 
the price of insulin has been reduced 95 percent since it was introduced 
58 years ago. 

Mr. Dixon. You stated then, if I understand you correctly, that 
when you established this price, you took into consideration the com- 
petitive product insulin ? 

Dr. Ursonn. Yes, sir. 

Mr. Drxon. And you figured that the price you set was a competi- 
tive price with insulin ? 

Dr. Ursonn. That is right. 

Mr. Drxon. I don’t know whether this is correct or not, but this is 
the best. reasoning that we can arrive at. On the dosage formula we 
understand also that for Orinase in 0.5 milligram tablets, 50 in a bottle, 
the wholesale price is $4.17. 

Dr. Ursonn. That is right, that is the price to the retail druggist. 

Mr. Dixon. $4.17 is the price to the wholesaler, I believe; isn’t it? 

Dr. Ursoun. Substantially that is right. Actually we have a credit 
arrangement with wholesalers which entitles them to 30 and 15 instead 
of 40 percent, which is a fraction difference. I think their price to our 
agents is the $4.14 if I remember correctly. 

Mr. Drxon. Figuring this out on a dosage formula, we understand 
that a diabetic who can shift from insulin to an oral drug normally 
is one who must take 30 units of insulin daily, usually 10 units shortly 
before each meal. Regular insulin is sold in 10 ce. vials containing 40 
units per cubic centimeter or a total of 400 units per bottle. Accord- 
ing to the blue book, the price to the consumer is $1.40, and, as I 
stated, I believe that price has been unchanged since 1947. Thus 
every time the patient gives himself an injection of 10 units of insulin, 
the cost of the drug to him for such injection is about 14 cents. This 
is the same price also for an Orinase tablet, I believe. 

Dr. Ursonn. I think the price of an Orinase tablet is 12.5 cents. 

Mr. Dixon. I think it is somewhere in the neighborhood of 13 or 14 
cents, 

Dr. Upsoun. You take $6.25 as the retail price divided by 50, you 
get 12.5 cents. I recognize that there is variation in the retail price. 

Mr. Drxon. I understand that you also buy the finished product in 
bulk; is that correct? 

Dr. Upsoun. Yes; that is right, yes; in bulk. 

Mr. Drxon. As reported to us by you, in 1958 you purchased 72,075 
pounds of this product from the Hoechst Chemical Co. in Rhode 
Island for $22,905. We figure this is at the rate of $3.08 a pound, 
based on what you reported to us. 

Senator Keravver. Before you go into that, had you finished ask- 
ea Upjohn about pricing oral insulin the same as the injectable 

ind ¢ 

Mr. Drxon. No, sir. 

Senator Keravver. I wondered about that. Apparently you priced 
it just about the same as the injectable insulin, as I understand your 
testimony. Maybe it is a little different, but just about the same. 

Dr, Ursonn. Senator, that would be a very difficult thing to say 
one way or another because there are so many variables. 

Senator Krravuver. The point is, isn’t insulin in injectable form a 
much more expensive product to manufacture than a tablet of oral 
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insulin? I understood the injectable insulin had to be made out of 
animal pancreas of which there is a shortage, and it is a very difficult 
process, whereas Orinase is a chemical combination which is com- 
paratively much cheaper and much easier to make. 

Dr. Ursoun. I haven’t any information about that at all. I don’t 
know anything about the production costs of insulin. We do not, 
manufacture insulin. 

Senator Keravuver. But it is true that insulin is made out of the 
pancreas of animals? 

Dr. Ursoun. That is right. 

Senator Keravuver. In setting your price, it would seem that you 
were bringing out a new product which is to take the place of insulin 
in certain limited cases where it can be used. It would seem that in- 
stead of trying just about to mach the price of a product already on 
the market, that if you had a lower manufacturing cost—it would cost 
you less, it would be less expensive to manufacture—you would bring 
your price down and thereby gain some advantage by having a lower 
competitive price. 

Dr. Urpsonn. You asked me how the price of insulin was set. 

Senator Kerauver. No. 

Dr. Urpsoun. I mean how the price of Orinase was fixed. 

Senator Krerauver. My question was, why didn’t you set Orinase 
at a lower price? Why did you just set it the same as insulin which 
was already on the market? 

Dr. Upsonn. That was our competition, Senator. 

Senator Keravver. I always thought to meet and beat competition, 
you have to have a lower price, not the same price. 

Dr. Ursoun. Not necessarily. If you have a better product you 
can compete with the quality of the product. 

Senator Kerauver. In other words, your idea of competition is to 
sell on the basis of substantially the same price as the other fellow. 

Dr. Ursonn. If you are going to buy an automobile and they were 
in a similar price range, you would also consider the quality of the 
car, the particular pecularities of the car. 

Senator Keravuver. I also consider that if somebody had a lower 
price and made an equally good car, for example, it would be real 
competition if he would sell it at a lower price than the other cars. 
Did you consider it an advantage that patients were going to take 
it orally ? 

Dr. Upsonn. Yes, sir; that is one. 

Senator Kerauver. That is one advantage. 

We had the same thing with you, as I recall, in steroid hormones, 
Originally all of the corticosteroids were made out of ox bile, a very 
expensive process, and you had to go to all the meat houses to get the 
bile. Then you developed some microbiological method where you 
did not have to use ox bile and you could make it much less expensively 
than by the ox bile method. Yet you kept your price just exactly at 
the same level as Schering and Merck. They were your principal 
competitors. 

Dr. Ursonn. Your memory isn’t very complete there. There was 
a very sharp drop in the price of corticosteroids when the micro- 
biological oxidation process came into effect, and I went into that at 
great length before. I didn’t think that I was going to have to do 
that today but I can I guess if you would like. 
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Senator Keravuver. I remember prednisone was sold for $17.80 to 
the druggist for many years, so far as I know, by the big companies, 
of which you are one, and it is still $17.80 or $17.90. I had not 
remembered that you had dropped that price. Of course the original 
price of cortisone came down. 

Dr. Upsoun. Yes. 

Senator Keravver. That is true. 

Dr. Upsoun. That is all part of the same picture. They are a 
similar class of compounds, and when the price of the whole group 
of compounds of that class comes down, that is certainly significant. 

Senator Kerauver. We have in the record the prices of Schering, 
Merck, and Upjohn on cortisone acetate. From 1956 on, the price was 
the same for all three of the companies, and on hydrocortisone from 
1956 on it has been the same. For prednisone and prednisolone, from 
the day of inception when it was brought on the market, it has been 
the same. 

Dr. Upsonn. If I remember correctly, I pointed out that in the 
natural history of competition the price comes down until it reaches 
a stabilization. This is the natural history of any competitive process, 
and that is what happened in the case of the steroids. There is a 
limit beyond which prices can come down, and they tend to stabilize. 
I pointed out also at that time that this is an era of rising costs, of 
rising expenses, and we were very proud of the fact that we had at 
no time raised the price of steroids. 

Senator Kerrauver. Yes, but you manufactured an increasingly 
large amount and improved your manufacturing methods. The other 
side of the coin is that as you improved your technological method 
and produced larger amounts, your cost of production was smaller too. 

Dr. Upsonn. The stabilization of prices that comes as a result of 
the competitive process finally has to stop on the basis of the costs 
of doing business, and I went to great length to then show you that 
our costs of doing business justified the pricing. 

Senator Krerauver. Very well, go ahead, Mr. Dixon. 

Mr. Dixon. Dr. Upjohn, in 1958 you bought in bulk from the 
Hoechst domestic company, as I pointed out, for $3.09 cents a pound. 
I have reason to believe that you are presently buying at a cheaper 
price from Hoechst in bulk material; isn’t that correct, sir? 

Dr. Upsonn. I can’t substantiate that statement. I don’t know 
what the present price is. 

Mr. Dixon. We were informed by the Hoechst domestic company 
that the price in 1960 is considerably lower than $3.08 a pound. We 
will be glad to have that information if you will furnish what your 
present 1960 price is. 

Senator Kerauver. Does Dr. O’Donovan know what the present 

rice is? 
" Dr. O'Donovan. I have no idea what it is. 

Senator Keravver. Will you get it and furnish it to the committee? 

Dr. Upsonn. Surely. 

Mr. Drxon. It is true that you buy at least a portion of Orinase in 
bulk form ? 

Dr. Ursonn. That is right. 

Mr. Drxon. Mr. Chairman, as we have done in our previous hear- 
ings, based upon the information that we have secured on these bulk 
purchases, we have again constructed what we consider a conserva- 





ADMINISTERED PRICES 11041 


tive production cost for the manufacture of a tablet of Orinase. I 
would like to ask Dr. Blair to explain it with these tables. 

Senator Keravver. Dr. Blair, will you explain exactly what the 
table purports to show ¢ 

Dr. Buarr. Mr. Chairman, the table is similar in design to tables 
which were presented on prednisolone, prednisone and meprobamate, 
and is an attempt to arrive at a figure representing unit production 
cost. Its purpose is to measure the area between what might be 
termed the floor, represented by the production cost, and the ceiling 
represented by the price to the druggist, and thus to provide a basis 
for determining the relative importance of the other cost elements, 
selling, advertising, research, and so on. ‘The first line in the table 
shows the amount of tolbutamide or Orinase which would be pur- 
chased by Upjohn to manufacture a thousand tablets on a million 
table order, namely, slightly more than a pound. The price which 
we are using is the actual price paid by Upjohn to Hoechst in 1958 
of $3.08 per pound. The cost of the finished material in bulk form 
required to produce a thousand tablets is $3.39. 

The next three items represent the amount for wastage, tableting, 
and bottling which would be charged by an independent firm in the 
bottling and tableting business for receiving this material, testing it, 
tableting it, putting it in bottles, putting labels on the bottles and 
testing it again to meet Food and Drug requirements before it is 
shipped. Those items it will be noted are 7 cents for wastage, $2 for 
tableting and $1.40 for bottling. 


As in the case of the meprobamate sold by Carter to American 
Home Products there is an additional cost factor here, namely, the 


royalty which Upjohn must pay to Hoechst. As we understand it 
this is 7.5 percent of the selling price, which applied to this quantity of 
a thousand tablets represents an additional cost factor of $6.25. The 
total of the five cost elements shown is $13.11, or 1.3 cents per tablet. 
Actual price to the druggist buying direct from Upjohn is 8.3 cents 
a tablet. Parenthetically I might say that the price to the druggist 
who purchases directly from Upjohn is lower than the price paid by 
the druggist when he purchases from a wholesaler. The list price to 
the consumer is 13.9 cents a tablet. 

Dr. Upsoun. That, of course, is in error, you know. That is not 
13.9, as I said a few minutes ago, it is 12.5. 

Dr. Buatr. We have a variation in price to the consuming public. 
At some stores it is our understanding they will sell at $6.25 which 
is the retail fair trade minimum. Other stores will sell at $6.95 which 
is the list price; is that correct ? 

Dr. Ursoun. I am not at all sure that anybody sells at the $6.95, I 
don’t know. I do know that the—— 

Dr. Bua. It is still carried as the list-—— 

Dr. Ursoun. That the average selling price at retail is somewhat 
below $6.25. 

Dr. Buatr. We will be glad to correct the table in order to show—— 

Senator Keravver. Is the list price in the catalog shown as 13.9 
cents ¢ 

Dr. Buatr. $6.95 as of the latest catalog we have seen from Upjohn. 

Senator Kerauver. Dr. Upjohn says that it is $6.25, so that would 
make it 12.5. 
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Dr. Ursoun. That is right, and actually the average selling price 
is somewhat less than that. 

Dr. Buatr. Mr. Chairman, as I said before, the purpose of this 
chart is to show the extent of the area between the computed pro- 
duction costs and the price, and thereby provide a basis for seeking 
information concerning the relative importance of the other cost items 
such as selling, distribution costs, research, and so on. 

We have made a rough calculation of what one of those other cost 
elements would be, the cost of the clinical testing. In this case, the 
testing was rather extensive as Dr. Upjohn has pointed out here today. 
We have seen cost estimates which are in the range of $1.5 million to 
$2 million. Is that approximately correct, Dr. Upjohn, for the cost 
of the clinical testing program ¢ 

Dr. Ursoun. I don’t believe I could tell you. I don’t know exactly 
what the cost for that clinical testing program was. You mean up 
to the point of—you understand that a very extensive program is still 
going on. You are talking about up to the point of announcement ? 

Dr. Buiatr. You have referred to the clinical testing program which 
Upjohn carried on, and presumably what you were referring to there 
was the clinical testing program conducted to satisfy yourselves that 
the drug had very low toxicity and also to satisfy the Food and Drug 
Administration. We have seen estimates that the cost of that part, 
let us say, of your total clinical testing program was as high as a 
million and a half to $2 million. 

Dr. Ursoun. I don’t happen to have that figure, Dr. Blair. Per- 
haps I could get it for you. However, I think I can say safely that 
it certainly was no less than that. 

Dr. Buarr. Yes, sir. If it were $2 million, and your total sales, as 
we understand, of Orinase at the manufacturer’s level are now run- 
ning at an annual sales level of around $20 million, the cost of your 
clinical testing would be 10 percent of your sales. This would mean 
that to the 8.3-cent figure shown as.the price to the druggist, there 
would be added a figure of .8, if you added all of the cost of your 
clinical testing in 1 year. However, if you amortized it, as you 
are permitted to do, over 5 years, it would be an additional increment 
of 0.2. That is 5 into 0.80. 

Senator Keravuver. Dr. Upjohn, let’s see if I can make it clear. I 
don’t want any misunderstanding about this. In the case of Miltown 
and meprobamate, a similar calculation was verified as being exactly 
correct insofar as the production cost was concerned. Manifestly, 
assuming that 13.11 cents is a fair production cost—I don’t know 
what yours is, we don’t ask for the details. Mr. Hoyt gave us his 
production cost. But in any event, to the production cost, of course, 
must be added the cost for selling, for distribution, for advertising— 
of course, some of the research in this product has been done by 
Hoechst. You have done additional research on it and clinical test- 
ing. We do not have what percentage you add for income tax. So 
the purpose here is to take the best calculation we can get of only 
your production cost. 

Dr. Upsonn. Perhaps I can help the situation, Senator. 
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Senator Keravuver. Our purpose is also to ask you what elements 
make up the difference between that production cost—if that is an 
accurate or a reasonably accurate figure—and the price you sell to 
the druggist. Mr. Hoyt brought us a breakdown of what went 
into a Miltown tablet. I don’t know whether you have seen that 
or not. His figures on production cost were identical with our figures 
that we estimated. 

Dr. Upsoun. Did he have someone else do that for him ? 

Senator Kerauver. Who? Mr. Hoyt? 

Dr. Ursonn. Yes. 

Senator Krrauver. No, this is from his own books and records. 
He produced it himself, 

Dr. Ursonn. I didn’t happen to read that testimony. I under- 
stood, however, he had someone else manufacture it for him. 

Senator Kerauver. I don’t know. He said that this was his own 
cost reflected in his books. So that this is presented as an explana- 
tion of what goes into the difference between 1.3 and 8.3 cents, or 
whatever the figures may be. 

Dr. Ursonn. I would like to comment, if I may. 

Senator Krrauver. I might pass over Mr. Hoyt’s breakdown. 

Dr. Ursoun. When you presented these figures before, and I 
judge from what you said these are the figures you presented before, 
I can’t verify that, but I take your word for it—— 

Senator Krerauver. No, I represented these figures to you. 

Dr. Ursoun. No, I mean the figures for tableting, wastage, and 
so on. Didn’t you say that these were the figures that you used 
before ? 

Senator Kerauver. No. It was a similar type of computation. 

Dr. Ursoun. What I am trying to say is that I don’t know what 
our comparable figures are, but I doubt that they are as low as you 
could find someplace. Last time you referred to some small special 
formula house, it seems to me it was in Philadelphia, and that this 
was their figures for this type of operation. Now I don’t happen 
to know that company. 

Senator Kerauver. That was Richlyn Laboratories. I am advised 
that these are the lowest and the highest prices and they were taking 
the middle range, and also that on testing, tableting, and bottling, 
they, of course, made a profit on it. 

Dr. Ursonn. The point I am trying to establish is this: that in 
all probability our costs would be higher than many peoples costs 
for that type of operation, simply because of the nature of the facil- 
ities that we have, the payroll, wage scale, the benefits, employee 
benefits, the overhead that the plant carries, and the degree of control 
and care that we exercise in the operation. My point is that these 
are not our figures, that ours might be somewhat higher. That is all 
I am trying to say. 

Senator Kreravuver. All right. 

Dr. Buatr. Mr. Chairman, there are three respects in which the es- 
timates here would appear to be conservative figures of production 
costs. The estimate contains, in the first place, a profit for Hoechst 
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Co. on the sale of the finished bulk tolbutamide. Secondly, there is a 
profit for the tableting and bottling operation; and finally, as Mr. 
Dixon has indicated, we understand from the Hoechst people that the 
resent price at which Hoechst is selling this product to Upjohn is 
low the $3.08 figure per pound which we have used in this 
calculation. 

Dr. Ursonn. I just noticed here, for instance, there is no charge at 
all for assaying procedure and control. 

Dr. Bua. Sir, that is included in the cost estimate of the tableting 
and bottling company. It does the assaying, the control, and the test- 
ing. It tests the product on two different occasions, both when the 
bulk product comes in and before the product goes out. 

Dr. Urpsoun. On this quick examination of the paper, the only other 
point I think I will make at this time probably is to call attention, 
again, to the fact that this 121% cents is the price rather than 13.9. 

Dr. Buatr. We are still a little bit confused, Dr. Upjohn. Is Up- 
john’s current list price reported in the Blue Book $6.95 ¢ 

Dr. Uprsoun. There is a column headed “List price.” That is the 
catalog list price which is $6.95. There is another column headed 
“Suggested minimum retail,” I believe it is, which is $6.25. It is 
true we don’t control in any way what the retail druggist charges. 
He determines his markup after he gets the product. I am just tell- 
ing you that the average retail price for Orinase, and this I am very 
sure of on my facts, is somewhat less than $6.25. I don’t say in some 
cases the druggist may not use that catalog list. 

I am just telling you what we know to be the fact. 

I would like to thank both of you gentlemen for making it clear 
that the figures you are talking about here are not the cost of Orinase 
or anything like the cost of Orinase. They are only a small factor 
in total. They are a small factor in the total cost of Orinase. And 

ou have both recognized that. I am sure you have both recognized 

y this time the most unfortunate effect that was had last time when 
you presented these figures because it gave the impression to some 
that this was the cost of Orinase and, of course, this isn’t true. A 
great deal of harm was done from that kind of publicity. I have 
prepared some charts myself this time, which I would like to show, 
if I may. 

Sinan Keravuver. Very well, Dr. Upjohn. It does say here, at 
the top, “Computed Production Cost.” 

Dr. Ursonn. That is right. 

Senator Kerravuver. I think everybody knows what production 
cost is. 

Dr. Ursonn. I appreciate your making that clear. 

Senator Kerauver. That same computed production cost was on the 
other exhibits. 

Dr. Upsoun. Yes, but, unfortunately, it conveyed the idea this was 
a cost, which, of course, wasn’t true. 

Senator Keravuver. Very well. The table that we have been talk- 
ing about will be made exhibit 308. 
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(Exhibit No. 308 follows :) 


OrINASE 0.5 GRAM TABLETS 


Computed production cost based on bulk price transactions and contract process- 
ing charges (exclusive of selling and distribution costs) 


[1,000,000 tablet order] 
Per 1,000 
tablets 


Material, 500 grams at average price Upjohn paid Hoechst Chemical 
Corp. in 1958, of $3.08 per pound * 

Wastage, at 2 percent 

Tableting charge 

Bottling charge (20 bottles of 50 tablets each) 

Royalty to Hoechst at 744 percent of selling price? 


Total computed production cost per 1,000 tablets 


COMPARISON BETWEEN COMPUTED PRODUCTION COST AND ACTUAL PRICE 


Per Per tablet 
Computed production cost, exclusive of selling and distribution 1,000 (cents) 
CORES a efaimicinin dae Sie Be cence > eth a Maasai $13.11 1.3 
Actual price to druggist, buying direct from Upjohn at $4.17 
for 50 ‘ 8.3 
Consumer, paying list price at $6.95 for 50 E 13.9 


1 As reported to the subcommittee by the Upjohn Co. 
2Set forth in license agreement dated Aug. 6, 1956, between the Upjohn Co. and 
Farbwerke Hoechst A. G, 


Source of prices: The Upjohn Co. catalog. 


Dr. Ursoun. May I have the breakdown of the sales dollar in 
terms of manufacturing and marketing? 

Senator Hruska. Mr, Chairman, if you will yield at that point, I 
notice that in the previous hearings on prednisone, the exhibit was 
entitled, “Computed Cost Based on the Bulk Price Transactions.” 
It was not computed production cost. It was computed cost, and, 
obviously, took into consideration all costs except selling and dis- 
tribution. 

Senator Keruver. You will find in the record that it was stated to 
be exactly what it was. 

Senator Hruska. It might be, but the chart wasn’t designated in 
that way, and I congratulate the staff that they did make it a little 
more specific this time instead of computed production cost. 

Senator Kerauver. All right. The Upjohn chart will be exhibit 
309. 

(Exhibit No. 309 follows:) 
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Senator Keravuver. Will you explain it, Dr. Upjohn? 

Dr. Ursoun. The costs which you speak of as production costs are 
referred to on this chart in general as manufacturing. There are 
many other costs involved in a tablet or in a product, a pharmaceuti- 
cal product. Among those are the ones that are listed here. 

I have broken this down for simplification purposes into several 
categories, 

Senator Kerauver. May I ask whether we are talking about the 
same thing? Are we talking about Orinase or are you talking about 
your general operation ? 

Dr. Ursoun. I am coming to that, Senator. 

Senator Kerauver. Very well. 

Dr. Ursoun. Now in the case of most of those other items, or sev- 
eral of the other items on there, when the manufacturer is marketing 
550 products, more or less, in the way that we do, it is virtually im- 
possible to assign the exact proportion of each of these cost factors to 
any specific a We can’t treat that product as a separate enter- 
prise by itself. There is no way of our doing it accurately. So far 
as we know, it hasn’t been done accurately. 

So what we have to do, therefore, is to allocate these other items of 
cost of doing business on some basis, and we do it on the basis of the 
overall results at the end of the year. 

Now, on this chart I have 1958 on the right and 1959 on the left, 
total sales dollars received by The Upjohn Co. In each case, it is 
broken down to show what our actual manufacturing costs were. 
Our actual manufacturing costs then of an Upjohn product for 1958 
were 26.9 percent of the total sales dollar that we received. In 1959 
it was 25.6 percent. Marketing costs—and included, I might say, 
in marketing costs are advertising, samples, salesmen’s salaries and 
expenses, and home office services and overhead pertaining to sellin 
and marketing. The next item is taxes on income, 14.4 percent o 
our sales dollar in 1958, 15.5 percent in 1959. Research and develop- 
ment, 8.9 percent in 1958 and 9.7 in 1959. 

If you will skip there to distribution, you will notice that that was 
7.8 percent out of the dollar in each year. General administration, 
7.3 cents in 1958, 6.1 percent in 1959. The other items that I didn’t 
mention there, invested in the business and paid in dividends, repre- 
sent earnings, of course, and they would total for the year 1959, 9.1 
plus 5.7, or 14.8 cents out of the retail dollar, I mean out of the dollar, 
the sales dollar that we get. In other words, the 14.8 cents, of that 
9.1 cents went back into the business, 5.7 cents was paid in dividends. 
This is our total picture, which would have to be applied to Orinase, 
just as any other product. 

Senator Kerauver. May I ask just one or two questions about it? 
You have marketing in 1959 as 20.5 percent. 

Dr. Buatr. Mr. Chairman, I think it interesting to note that there 
is a very close similarity between the figures that Dr. Upjohn has just 
supplied us and those which his company supplied us in response to 
the subcommittee’s questionnaire relating to 1958 operations. We ob- 
tained from that questionnaire the following results which I compare 
with the showings presented here for 1958. 

Manufacturing presented here is 26.9, as presented to us by Upjohn’s 
questionnaire 25.6. Marketing virtually the same, 21.0 here and 20.9 
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reported to us. Taxes on income, 14.4 percent here and 14.4 percent 

reported to us. Research and development, 8.9 percent here and 8.8 

as reported to us. Then, our figure for net profit was 13.7 We did 

not make an effort to obtain information showing how much of this net 
»rofit was distributed to stockholders and how much was retained in 
usiness, 

Dr. Ursoun. That shows here. 

Senator Kerauver. My question was, you have marketing as 20.5 
percent and then distribution as 7.8 percent. What is that? 

Dr. Upsoun. Distribution is the cost, the operation of our branches 
plus the transportation of the product to and from the branches. 

Senator Keravuver. Isn’t that actually marketing ? 

Dr. Ursoun. That is distribution in our terminology. 

Let me explain that inasmuch as we differ somewhat in some of our 
competition in the extent to which we use wholesalers, this represents 
piety largely a wholesaling function. In other words, we have 18 

ranches of our own which in large measure serve the purpose of a 
wholesaling operation. 

Senator Keravuver. If it is wholesaling, then that is marketing, 
I take it, and it could properly be classified along with your 20.5 per- 
cent ¢ 

Dr. Ursoun. It is a matter of semantics, but distribution has a 
meaning. 

Senator Hruska. Will the chairman yield? I was interested in the 
figures counsel gave about the questionnaire of 1958 in which he said 
that this chart pretty much is in line with that. 

With that thought in mind, I am somewhat at a loss inasmuch as 
the manufacturing cost in the questionnaire if it coincides pretty much 
to this, is 25.6. What the point was in preparing a computed produc- 
tion cost showing 15 percent production in the light of the fact that 
we have a questionnaire here which coincides now with the chart 
shown , 

Dr. Buatr. Senator Hruska, the answer is that the table on Orinase 
relates to the computed production cost of that product. This chart, 
as I understand it, represents the operations of Upjohn as a whole. 
Upjohn has many products, is engaged in many markets, in some 
markets it is in competition with small companies. For example, in 
selling to the Government procurement agency—— 

Senator Hruska. But others besides this witness have testified there 
is no way of segregating the production costs as to any single product. 

Dr. Buarr. I question that. 

Senator Hruska. The Bureau of Internal Revenue has approved 
this way, as I understand it, of computing costs, and as a matter of 
cost accounting we have testimony here, and maybe our economists 
have different information, but we have been told and this witness 
again tells us that there is no way of segregating the costs of 
production. 

Here arbitrarily 15 percent is put where a 25-percent figure actually 
occurs. 

Senator Kzravuver. May I point out, Senator Hruska-— 
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Senator Hruska. I ask this question in the hope that maybe the 
witness after getting this can shed some light on it. My purpose is 
not to cross-examine our economist but with the hope in mind that 
the witness can shed some light on this, I bring it out. It seems to be 
a highly conjectural figure, because no one that has appeared yet be- 
fore us as a witness has testified that it is possible to break it down. 

Senator Kerauver. Senator Hruska, let me point out that we are 
discussing Orinase here today. Mr. Hoyt, when he was before us on 
meprobamate—and Dr. Upjohn has his breakdown—broke down sepa- 
rately the cost of meprobamate as distinguished from other products 
that the Carter Co. manufactures. 

To apply the general costs of Upjohn to a particular product we are 
discussing will not give very much relevant information as to whether 
it is being priced too high, too low, or what the situation with regard 
to that particular product might be. 

Carter’s overall operations didn’t look the same as their operations 
on Miltown which Mr. Hoyt submitted to us. 

Dr. Ursoun. What was that, Senator? 

Senator Keravuver. I say Carter’s overall operations are quite dif- 
ferent from what their operations are in connection with Miltown. 

Dr. Ursonn. I don’t know about his testimony. I am under the 
impression, however, that the number of products that he manufac- 
tures is very much less than ours, and that his problems of according 
are somewhat different. 

Senator Kerauver. He manufactures Carter’s little pills. 

In connection with your profit 

Dr. Ursoun. May I show another chart here, first, Senator, for the 
sake of completeness ? 

Senator Keravver. I just had one question I wanted to make clear. 

Your net profit after taxes per dollar of sales in 1958 was 13.7 per- 
cent. In 1959 it was 14.8 percent? 

Dr. Ursonn. That is right. 

Senator Kreravuver. You are aware that the average for manufac- 
turing generally is about 5.1 percent after taxes ? 

Dr. Ursoun. I am aware that such a figure doesn’t have any 
significance. 

Senator Keravver. It does not have any significance ? 

Dr. Ursoun. No. You can’t compare one industry with another 
that way. Circumstances are quite different. 

Senator Keravuver. This is profit on sales. Some people feel that 
profits on medicines that people have to take shouldn’t be any greater 
bone profits on manufactured products that they may not necessarily 
need. 

Dr. Ursonn. Of course I am expressing my opinion here, and there 
is room for other people’s opinion. But let me get this concession 
from you. The profit that one company makes is not necessarily the 
same as what another one makes, isn’t that right? 

Senator Keravuver. Oh, yes. 

Dr. Upsoun. And that they vary all over the lot. There is a 
great range. Now you quoted to me an average figure. 
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Senator Kerauver. Oh, yes, that is right. I certainly agree with 
ou. 
s Dr. Upsoun. I would just as soon leave it at that. 

May I have that other chart ? 

Senator Keravuver. This 14.8 percent profit on sales, what per- 
centage is that on net worth, Dr. Upjohn? Do you know? 

— Ursounn. No, that is on sales. That is earnings as a percent 
of sales. 

Senator Keravuver. I mean the profit figure on net worth which is 
one of the other calculations we ve 

Dr. Ursonn. Yes. 

Senator Keravver. In 1958, as I remember it, it was between 19 
and 20 percent, or about 19 percent. 

Dr. Ursoun. I don’t believe it is that high. I have some data about 
that later I will be glad to give you. 

Senator Keravuver. Your profit on net worth, according to the data 
that was furnished us by the Federal Trade Commission, was 18.9 
percent after taxes in 1958. 

Dr. Ursonn. For what year? 

Senator Keravuver. 1958. 

Dr. Ursoun. Profit on net worth can be figured a number of differ- 
ent ways, as you probably know, and I am not quite sure just how 
that figure was arrived at. But my recollection is it was about 18 
percent calculated the way we calculate it, and I explained to you 
that in arriving at the net worth it is our practice to subtract from 
the net worth the depreciation on the buildings, and on the equip- 
ment. This, of course, tends to make that figure look bigger. If we 
were to calculate return on net worth on the basis of undepreciated 
assets, the amount of money which the stockholders put into the 
business, that figure came down to around 13 and a fraction percent, 
as I recall it. This is a technicality, but as reported in our annual 
report, I believe our return on net earnings the way we figure it was 
about 18 percent. 

Senator Kerauver. Just so the record will be complete, these are 
Federal Trade Commission figures. According to their figures in 
1958, it was 18.9 percent, According to Fortune’s chart, in which 
you range 40th among the most profitable of the larger 500 companies, 
the amount of return was put back into the business and considered 
in net worth before they made their percentage. On their chart, it 
was 18 percent for 1958. 

Dr. Ursonn. Yes. 

Senator Keravuver. All right, sir. You have another chart? 

Dr. Ursoun. Now this chart is prepared much in the same way that 
See one was. But in this case we have broken down our sales 

ollar. 

Senator Krravuver. Let’s make this exhibit 310. 

(Exhibit No. 310 follows :) 
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(At this point, Senator Hruska withdrew from the hearing room. ) 

Dr. Ursoun. We have divided our total costs of doing business into 
other categories. Here we have shown compensation and benefits as 
one category, materials and supplies as another, taxes as another, and 
so on. Running through those on the right is 1958, on the left 1959. 
In the interests of brevity, I will read you the figure on the left-hand 
column which is the most recent figure, and you can make reference 
to the one on the right. 

For 1959 compensation and benefits 2814 percent of the sales dol- 
lar, materials and supplies 20.1 percent of the sales dollar, taxes 18.2. 
This, of course, includes more than just income taxes. This is all 
taxes accounting for the difference between this and the other charts. 

Advertising and samples, 6.6, paid in dividends, 5.7, other expenses 
11.8, and the figures invested in the business and paid in dividends 
just like on the other charts. 

Now just as a matter of interest, I asked that these things be re- 
calculated in terms of what the consumer pays, and looking at this 
one—those figures do not appear on that chart, I have them here— 
but in terms of what the consumer pays, compensation and benefits 
is 18 cents out of the sales dollar, materials and supplies 12 cents, 
taxes 11 cents. In the other chart I don’t have the other items cal- 
culated on this particular chart, but on the other chart on the back 
there the manufacturing cost becomes 16 percent, marketing 13 per- 
cent, taxes on income 10 cents on the dollar, research and develop- 
ment 6 cents, invested in the business 6 cents, distribution 5 cents, 
general administration 4 cents, paid in dividends 3 cents. 

I thought that would be of some interest to have it calculated on 
the basis of the retail dollar, although we are talking in terms of the 
sales dollar as it applies to Upjohn. 

Dr. Bratr. What you have done there, if I understand it, Doctor, 
is to use as your base not the $156 million shown here for sales of 
Upjohn in 1959 but a larger figure representing the total sales of Up- 
john plus the wholesale-retail margin ? 

Dr. Upsoun. That is right. 

Dr. Buatr. So it would be a figure representing total retail sales 
of the goods moving out of your company. What is that figure? 
Do you have it, by the way? 

Dr. Ursonn. I beg your pardon? 

Dr. Buatr. What is that total retail sales dollar you have used in 
arriving at these latest figures? 

Dr. Upsonn. It is approximately 3314 percent markup, which is 
more or less standard for retail drugs. 

Senator Keravver. Is that 3314 percent added on to this $156 
million or do you take the price at wholesale and take 3314 percent of 
that ? 

Dr. Buatr. Can you give us that figure in dollars? 

Dr. Upsonn. I don’t have that figure in dollars, but that is what it 
will be. 

Dr. Briatr. Could you explain that figure, please, sir? 

Dr. Ursonn. I surely could. 

Senator Keravuver. That will be madea part of the record. 
Dr. Ursonn. It isa calculated figure. 
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Dr. Buarr. We understand that, but there are many ways of cal- 
culating 33 percent. 

Dr. Urpsoun. Yes. 

Dr. Biarr. We would like to have the dollar figure. 

Mr. Dixon. Before you leave that point, you said 3314 percent. 
What about this 66% percent markup that is running through my 
mind? Where do you get 3314 percent, if you figure it marking up 
6624 percent over sel they pay for it ? 

Dr. Ursoun. That is right. 

Mr. Dixon. You used the figure of 3314 percent ? 

Dr. Upsoun. Yes. 

Mr. Drxon. Are we talking about the same thing? 

Dr. Upsoun. As I understand it, the average retail markup is 3314 
percent of the price which the druggist charges for the product. 

Senator Kerauver. That is grouping all the druggists, together, 
isn’t that correct ? 

Dr. Upsoun. Yes, that would be correct. And his, of course—— 

Senator Krerauver. Some druggists sell lower, some higher. 

Dr. Ursoun. That is right, yes. I kind of lost the trend here of 
what I was talking about. 

Senator Kerauver. You were talking about what the consumer 
pays. 

Dr. Urpsoun. Yes. I think I have, perhaps, covered that point. 

If I can summarize, I could say—well, there is one other point I 
wanted to make here. You referred to some of the research costs and 
the clinical costs of Orinase, which, of course, were very high for that 
product. In the case of Orinase, they might very well be considerably 
higher than these averages would show. I would expect that they 
were, and you would, too, I suppose, because I know it is a very costly 
maneuver that we had in getting Orinase onto the market. 

Senator Kerauver. On the other hand, some of the research costs 
on Orinase would be borne by the company that discovered it and 
produces it in its finished bulk form. That is the Hoechst Co. 

Dr. Ursoun. Of course that is right, but still our research costs 
were very high. 

Senator Krerauver. Your research costs have been largely clinical 
tenting, fos which I complimented you this morning. 

Dr. Upsonn. You were very kind. 

Senator Keravuver.’ To try to see if it was properly marketed and 
sold, and approved by the Food and Drug Administration. 

Dr. Upsoun. We didn’t emphasize it this morning, but it is true 
the amount of research that we did on this, except that I did recount 
for you the fact that the Upjohn Co. has been doing research in this 
field for many, many years. We didn’t even make any reference to 
the fact that we have published quite a few papers, too, on work that 
we have done. I have that material here, if you would like to see it. 

Senator Kerauver. By the way, does research include the cost of 
publishing and writing papers? 

Dr. Ursoun. No. Well, paying for the writing of the papers? 

Senator Kerauver. I suppose you 

Dr. Ursonn. If our people, of course, write the papers on their 
own subjects, why, of course, it is a part of their salary. 

Senator Keravuver. I mean, is that charged against research ? 
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Dr. Upsoun. I suppose in a general way it is. These men are on 
salary, and when they so scientific work, it must necessarily be re- 
ported in the literature, that is a highly desirable thing. Do you think 
we should segregate that out ? 

Senator Kerauver. No. I am just trying to see where it was 
included. 

Dr. Ursonn. It is possible that they do that at home on their own 
time for all I know. 

Senator Keravuver. You and Dr. O’Donovan—— 

Dr. Ursoun. I think that is a minor matter. 

Senator Keravuver (continuing). Spoke this morning of all the 
clinical tests that had been conducted by eminent physicians and you 
presented many papers that had been written. 

Dr. Upsoun. You didn’t think we wrote those papers. 

Senator Keravuver. I know. But you published them and distrib- 
uted them. Is that research, or what do you charge that against? 

Dr. Upsonn. We didn’t publish those papers, Senator. Those were 
published by standard journals. 

Senator Keravuver. You said you sent 80,000 copies around. 

Dr. Ursonn. Oh, you mean reprints of the article. Oh, no, that 
isn’t charged against research. 

Senator Kerauver. What is that charge against ? 

Dr. Upsoun. That would be charged against educational promo- 
tion. 

Senator Kreravuver. That would be marketing? I was trying to see 
what it would be charged against on your list. 

Dr. Ursonn. That would come under advertising. 

Senator Kerauver. Advertising and samples. 

Dr. Urpsonn. Yes.. You see advertising in our business is largely, 
or a very considerable part of it, is really informational or educational 
work. When a drug originates in our laboratories, it is part of our 
responsibility to carry the information to the doctor. 

Senator Krravuver. But when a doctor conducts clinical tests, as 
you have described this morning, and he writes a paper about it, then 
I take it that is research ? 

Dr. Ursonn. That is his research. 

Senator Keravver. You pay him for doing that research and for 
preparing it in paper form? 

Dr. Upsonn. No, sir, we do not pay doctors to do research for us. 
We sometimes, not infrequently we make grants }to support the ex- 
pense of the research, but this does not as a result, I might almost 
say never include anything for the doctor himself. 

He donates that time. 

Am T correct in saying never ? 

Senator Kreravver. You make grants to universities. 

Dr. Ursonn. Senator, there is a great deal of expense associated 
with some of these highly complicated types of research. Some calls 
for special equipment, special technicians to assist in the work. 

Senator Keravuver. Yes, I appreciate that. 

Dr. Ursoun. And the grant is made in support of the expense 
involved. 
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Senator Keravuver. That is research and I think it is proper to do so. 

Dr. Upsounn. It is not charged as our research. The grant money, 
yes. 

Senator Keravver. This is what I am referring to. 

Mr. Cuumeris. Mr. Chairman, Senator Hruska asked a question 
or brought out the point that I don’t think has yet been answered 
by Dr. Upjohn. He had to leave for a few minutes but he will be 
returning. So that we won’t get away from it now, according to this 
exhibit 308, the computed production cost is 1.3 cents on 15 percent 
of 8.3 cents, and if you take your figures of 25.8 percent or 25.6 
percent times 8.3, you get 2.12 cents rather than 1.3 cents. In other 
words it would be 2.12 rather than 1.8, or almost 100 percent off in 
that particular calculation. 

Dr. Ursonn. Yes. 

Mr. Cuvumertis. So instead of 1.3 being on this exhibit, it really 
should be 2.12. 

Senator Kerauver. Let me say in that connection, you are imply- 
ing of course that there are general operations to each particular 
product. 

Dr. Upjohn will go over his operations for Orinase, as Mr. Hoyt 
did for Miltown, ant give us exact figures in place of these estimates 
on the best source that the staff has been able to get. We will be 
glad to have them. 

Dr. Upsoun. I can’t do that, Senator. I don’t know how. 

Senator Keravuver. I am sure you have people in your organization 
who do know how. 

Dr. Ursoun. No, sir. 

If we did, why we would do it that way. 

Mr. Cuumepris. If he did, Mr. Chairman, then it would be at a 
confidential point that we were not going to go into in the first place. 

We ruled if he should give that confidential information breaking 
it down product by product, then he is giving his competitor informa- 
tion that might be advantageous to him, and I thought that the sub- 
committee had settled that point, that we would not go into confiden- 
tial items. 

Senator Kerauver. There has never been any ruling about the 
matter, Mr. Chumbris. 

Mr. Cuumpris. There was an understanding. 

Senator Kerauver. If some company does not want to give its con- 
fidential cost breakdown, we never have pushed them to the point of 
requiring them to do so. But Mr. Hoyt of Carter Products was glad 
to bring his in, voluntarily, and I was just explaining to Dr. Upjohn 
if he wants to—— 

Dr. Upsonn. If he wants to—if I want to do the impossible. 

Senator Krravuver. If you want to do the same thing, we will be 
glad to have the figure. But on that point, Dr. Upjohn, you say it is 
not feasible and not practical. I would think as an efficient company 
that you would have some idea or some definite breakdown as to how 
you were coming out with each of the products you are manufacturing. 
If you did not know what each one was costing you to produce, then 
you would not know whether you were losing money on a particular 
product or whether you were making money. 

Dr. Ursoun. That is right; that is what the situation is, 
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Senator Keravuver. I am not criticizing you but I would think 
you would try to carry on the profitable operations and take a. look 
at the unprofitable ones and try to do something about getting the 
unprofitable ones to become profitable. 

The only way you could do that would be to have a product break- 
down as to what they were costing you to produce, wouldn’t that be 
true? 

Dr. Uprsoun. We have another way of deleting from our catalog, 
which is very effective too. When the sale drops off to a certain 
point, we can drop it. 

Senator Kerauver. Dr. Austin Smith, when he was here last week, 
gave us a list of drugs on which he claimed the pharmaceutical com- 
panies were losing money. How would he know what drugs the com- 
panies were losing money on unless there were cost: breakdowns of each 
product ¢ 
; Dr. Ursonn. I shouldn’t think that would be very difficult. You 
can get yearend figures and now know whether you are losing money 
or not. 

Senator Keravver. I am talking about particular drugs. Dr. Smith 
gave us a list of the ones that he said pharmaceutical companies were 
losing money on. I don’t know how he could know that unless he had 
a breakdown from the company as to the particular production and 
other costs of a particular product. 

Dr. Ursoun. I don’t know how he got that list either, I suppose 
it represents an educated guess. 

Mr. Cuumenrts. I think he was talking about the case where there 
is a very limited number of people who have a certain illness, and 
the pharmaceutical industry through their scientists have developed 
either a cure or an abatement of that particular illness, and they knew 
from the limited market that they went ahead and produced it any- 
way, although they knew they could not recoup their original invest- 
ment. A 

That was the case of I think cortisone when that first came out, 
when it cost about $200 for one injection, if I understand the record 
correctly. 

Dr. Upsonn. Yes. I guess what you are saying is what I referred 
to as an educated guess. It isn’t very hard to tell perhaps if a product 
has a very limited sale and is a difficult and costly thing to make, it 
isn’t very hard to make a guess that you are not making any money, 
that is true. 

Senator Kreravuver. It wasn’t presented to us as an educated guess. 

Dr. Ursonn. I just don’t know about his testimony. 

Senator Kerauver. Very well. Are there any other charts you 
want to present ? 

Dr. Upsonn. I think that that covers the point. If I have made it, 
and that is that the cost of an Upjohn product is the difference be- 
tween our costs of doing business and the price for which we sell it. 

I didn’t actually make that computation, but if you take 14.8 per- 
cent net profit away from $1, you get 85.2 cents. This represents our 
costs of doing business. 

Mr. Drxon. On exhibit 310, you have compensation and benefits 
at 28.5 percent for 1959; advertising and samples, 6.6. I would assume 
that the 28.5 percent for compensation and benefits would include 
your detail men and your salesmen’s salaries, would it not, sir? 
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Dr. Upsoun. All salaries, overtime, additional compensation, group 
life insurance, annuity plans, and so forth, 

Mr. Drxon. In talking about promotional activities, then adver- 
tising and samples certainly would be the salaries that would be ex- 
pended for detail men and salesmen, is that correct ? 

Senator Keravver. I think that is correct. Let’s move on. 

Dr. Ursoun. Just let me say no to that. Detail men’s salaries don’t 
come out of advertising and samples. 

Mr. Dixon. They don’t come out of that? 

Dr. Ursoun. No, sir; they do not. They come out of marketing. 

Mr. Dixon. They come out of compensation ? 

Dr. Upsonn. Yes. 

Mr. Drxon. You do sell Orinase, do you not, to the Government ? 

Dr. Ursoun. Yes, sir; we do. 

Mr. Dixon. Mr. Chairman, I would like to have the next exhibit 
marked as exhibit 311. We have just secured this and we have only 
the one copy. In fact we just received it early this afternoon from the 
Military Medical Supply Agency. It contains one report of a pur- 
chase of tolbutamide tablets, 0.50 milligram, in bottles of 50. In 
September 1959 a quantity of 18,432 bottles was procured on an asking 
by the MMSA from Upjohn Co. at $4 per bottle, the total sale amount- 
ing to $73,728. That was, as I understand it, a negotiated purchase. 

Also, Mr. Chairman, the Veterans’ Administration furnished us 
similar information. A purchase of .50-milligram tablets in bottles 
of 50 was made in 1957 at $4.46 and in 1958 at $4.46. In September 
1958 the price of $4 was paid. The first two purchases were on what 
was called a decentralized contract, which ultimately was canceled 
effective September 1958. Then beginning in September 1958, on 
purchases which were noted as depot stock, the drug was bought for 
$4, in October for $4, January 1959 for $4, and in May of 1959, $4. 
On all of those, 2 percent cash discount was allowed within 30 days. 
Then starting in August of 1959, the drug was bought for $3.92 net. 
In October the same price, $3.92; December, $3.92; and in January 
1960, $3.64 net. What is the difference between a decentralized con- 
tract and a depot stock contract? Do you know the difference? 

Dr. Ursoun. No; I don’t believe I do. I can perhaps simplify 
this whole thing by saying that I can confirm that the current price 
to the Veterans’ Administration and the Department of Defense and 
the U.S. Public Health Service at the present time is $3.64, net. 

That is 10 percent off, roughly. 

Senator Kerauver. Ten percent off what? 

Dr. Ursonn. Ten percent off the best price that is available—— 

Senator Krravuver. To the drugstores ? 

Dr. Ursonn. Yes, the agency has the price I mentioned a minute 
ago. 

Mr. Drxon. To the drugstore on this price you just quoted for 
that same product, you would charge $4.14? 

Dr. Ursonn. $4.17 to the drugstore. Our wholesaler or our del 
credere agent would pay $4.14. 

Mr. Dixon. There is not a great deal of difference between what 
the Government pays for it and what the drugstore pays for it. You 
don’t have competition in selling this product to the Government ? 

Dr. Upsoun. Not if they specify Orinase. 
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Mr. Drxon. The record shows, in our previous hearings, that when 
you won the bid on hydrocortisone tablets, 20 milligram tablets in 
bottles of 100 on May 22, 1958, your bid to MMSA was for $4.63 
a bottle. The price to the druggist for that same bottle would have 
been $18.64. On cortisone acetate tablets, Upjohn bid as low as 
$1.86, almost. meeting Merck’s winning bid which was for $1.85 for 
20 milligram tablets in bottles of 40. This was 1956 and your price 
to druggists was $6.56. Why can’t VA get the same price break 
for these antidiabetic drugs as they did for the arthritic drugs? 

Dr. Ursoun. I think I explained to you before that those pur- 
chases which of course are for large quantities ure up for bid, and 
we usually like to or often like to put in a bid on those things just 
to keep our name in it, but which don’t expect to get it because we 
know that somebody is going to bid very low. ‘There are many fac- 
tors that determine what the bid may be. Among them you might 
have an overstock, a great overstock that you would like to clear, 
and correct your inventory. Under those circumstances, sometimes 
those bids are quite low, and we have occasionally made a bid and been 
successful in those items that you talked about. 

Mr. Drxon. On the items I talked about you had competition? 

Dr. Ursonn. I expect you are right. 

(Exhibit No. 311 hilivie ) 


Miunirary Mepican Suppty AGENCY 
Tolbutamide Tablets, 0.50 milligrams 
(7% grams) 50s 
N 6547 9/59 NEG 18,432 Upjohn Co. $4.00 $73,728.00 None 


Dr. Drxon. You did not have any competition on Orinase because 
you were the exclusive manufacturer ? 

Dr. Ursoun. That is right. If they specify our product then it 
would be filled with our product; that’s right. 

Senator Keravver. Dr. Upjohn, what is the public policy about 
this? We find here in the case of Orinase, we found the same to 
be true in the case of meprobamate made by Carter and American 
Home, where they have exclusive licenses and the Government can 
buy nowhere else, that if the price is reduced to the Government, it 
is reduced very little. But where little companies manufacture the 
product, as they do in the case of corticosteroids or prednisone, then 
the price to the Government would be just a sixth or a fifth of what 
it is to the druggist. 

Is it a fact that in one case you are meeting competition and in the 
other case you are not? But shouldn’t the public policy be to try 
to give the Government a break as if you were meeting competition ? 
You wouldn’t sell corticosteroids to the Government at a loss. Yet 
you are able to cut the price way down when you are bidding. Why 
shouldn’t you cut it way down when you are in this exclusive situa- 
tion, just as a matter of principle and policy ? 

Dr. Ursoun. Senator, I have explained it to you previously. I 
think it would be desirable to do it again, to point out that once 
a product becomes well established and there is a large demand for 
it, and if there is no patent protection on it, then it is possible for 
some little maufacturer, and I mean little, he could be a druggist 
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who sets up a tablet machine in his basement or something like that, 
he could go in there and punch tablets without any of the costs of 
doing business that we are talking about here. 

Such a man would of course not have any selling organization for 
instance. Nobody would know he had that product perhaps so far 
as selling to a retail store is concerned. But he might go to a lar 
buyer such as the Government and put in a bid, and that bid would 
be very low as far as he is concerned because his costs are very low. 

Now this is pretty rugged competition. 

Senator Kerauver. In that connection I think two observations 
should be made. The first is that as to these so-called little com- 
panies, some of them are medium sized companies and some are little 
companies that have been in business for many years. Their control 
systems and their plants are tested and checked, inspected and certified 
by the Government. 

Dr. Ursonn. Of course, I will admit that. I am simply making the 
point by taking an extreme to show you what I mean, that the costs 
are different. 

Senator Kreravuver. The second point is that even aside from little 
companies when it comes to a drug where there is competition, you, 
Merck, and Schering, the big companies, all get your prices down to 
meet one another when you havé to compete on competitive bids to 
the Government. 

Dr. Upsonn. It is kind of nice to do some business with the Govern- 
ment even if you do it at a loss. 

Senator Keravuver. You don’t have a loss on the products you sell 
to the Government ? 

Dr. Ursoun. It just depends on what you have to bid to get it. 
That is why, we don’t bid very often. I mean we don’t bid down in an 
area where we are likely to get it all the time. 

Just once in a while. 

Dr. Brat. If in fact Upjohn does not keep costs for particular 
products how does it know whether it does incur a loss on a given bid? 

Dr. Urpsoun. That is part of the problem. 

Dr. Buarr. You don’t know what your costs are, you don’t know 
whether you are making a profit on a given sale? 

Dr, Upsoun. That’s right, it is quite unsatisfactory, and somebody 
under those circumstances might bid pretty low and not know he is 
losing money. 

Dr. Buatr. Could they do that very long and stay in business? 

Dr. Upsonn, I wouldn’t think so. We couldn't. 

Dr. Buatr. Some of these smaller companies to which the Senator 
referred have been bidding on Government bids for many years and 
it is a very large part of their business. They appear to know what 
their costs are and they are able to stay in business. They do not 
have the size of your company 

Dr. Upsonn. You will admit if they do bid below costs they won’t 
stay in business very long. 

Dr. Buarr. That was my question. I was just thinking how for- 
tunate your position is that you can bid on contracts at a loss and still 
remain in business, 
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Senator Keravuver. I think that Dr: Upjohn’s company probably. 
has people who know more about the details of cost than you might 
think they do, with all due deferance. That is not your specialty is it, 
Dr. Upjohn ? 

Dr. Upsoun. No, I am not a cost accountant, but I do know about 
this particular subject. 

Mr, Cuumpris. Mr, Chairman, on the point Dr. Blair just raised, 
Mr. Pantzer from Panray testified specifically on that point and he 
stated that because of the fact that they do a lot of the institutional 
business and also a lot of the bids, that they do make a little profit he 
said, but it is not the type of profit that he would like to see his com- 
pany make, 

He could understand why Ciba was able to make a low bid at one 
time. He said they could not stay in business if they bid at that fig- 
ure all the time and it is very logical because of the fact that it was 
brought out during the hearing when Schering was here that their 
gross business was $75 million and their total sales, their total cost 
was $55 million before taxes, now then the illustration was brought 
out about their selling at a certain figure to the drugstores and their 
selling at a certain figure to Veterans’ Administration, which was 
about one-fifth or one-sixth of their sales to the drugstores. 

If you took one-sixth of $75 million you would see that their in- 
come would be around about $14 or $15 million, their expenses are 
$55 million before taxes, so you can see that they would lose about $40 
million if they did nothing but that particular type of business. 

Mr. Drxon. On that same point I think the record should be made 
plain that when Mr. Haines of Ciba was here, we were talking about 
Serpasil, or reserpine when this was bought on a generic asking, Ciba 
sold it for as low as 60 cents. The president of Ciba said they lost 
money on that sale. At the same time Ciba made a very fine profit 
on their overall operation. The little companies lost that. business 
because Ciba chose to sell beneath cost, and for the little company, of 
course, that was almost their sole market. It well illustrates the dilem- 
ma of a little company; that is the only market it has. Yet Ciba, the 
giant company, having a broad market, can come out with good profits 
even in selling at a loss. 

Dr. Ursonn. Of course, you are a lawyer and I am not, but I am 
under the impression that there is also a law which prevents a large 
company say such as ours from bidding down low just. to put another 
fellow out of business. Maybe we could do it but we don’t do it. 

Mr. Drxon. I understand that the Sherman Act would be that 
broad, sir, and I was quite interested in listening to that statement 
that was made. 

Dr. Buatr. I want to comment also that sales by large companies 
on Government. contracts at low prices constitute one of the reasons 
why the overall operations of the company will reveal a lower overall 
margin between production costs and price than is indicated for a 
given product in its sales tonormal retailer markets. 

Senator Krrauver. Let’s get on. 

Mr. Dixon. We have a table which I will ask to be made exhibit 312. 
I will ask Dr. Blair to explain it. 

Senator Keravuver. Let it be marked “Exhibit 312.” 
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(Exhibit No. 312 follows:) 


[0.5 gram tablet, bottle of 50’s] 
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Country Trade name Company Price to 

druggist 
United States... .- aes ee ae ee QOvinaeO < . cin buenas Ugg. ccs oh gue ayndy $4.17 
Dusseldorf, Germany- .--.---------- | Rastinon_. Hoechst -__ . , 11.85 
Word) Tale #) . 635. ia sO LLL Los ssaae 60028355 12.35 
| Artosin Beohringer- 12.35 
Brussels, Belgium - ----- Rastinon_. Hoechst__- $2.45 


Toronto, Canada. - - 
Rio de Janiero, Brazil__..--- 
Parte, Prem. <2. - oo. 
Bombay, India. -...------- 
Colon, Panama 


Orinase. ..-.+--- 
Artosina_ 


Tolglybutamide____.-- 


Tolbutamide_.-- 


| Rastinon_- 


Boehringer e 
Eneopancrine - --...-- 
Dumex__. -_ 
Hoechst___- 
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London, United Kingdom_-- Mili ak int enti eds DIE eesti lantg re 87 
Vienna, Austria__._.------ M . Tolbutamid__. -- Sanabo____- 66 
Amsterdam, Holland_.....-...-...- Rastinon....-.------ Hoechst 85 

Artosin-- ~~. Boehringer. 85 








1 Converted from 40’s. 
2 Large number of sellers in Italy. 
’ Converted from 20’s. 

4 Converted from 100’s. 


(At this point in the proceedings, Senator Hruska entered the 
room. 

Mi Dixon Dr. Blair, before you explain this table, Dr. Upjohn, 
has any company requested to purchase Orinase from you in bulk 
form ¢ 

Dr. Ursoun. I don’t recall that anyone has. 

Mr. Dixon. No one has made that request ? 

Dr. Ursoun. No. 

Dr. Buatr. Mr. Chairman, this table is based on information ob- 
tained from the various embassies throughout the world by the State 
Department, and transmitted by the Department to the subcom- 
mittee. It shows the prices prevailing in various foreign countries 
for tolbutamide, sold in the United States as we know under the 
trade name Orinase. The country with the lowest price among those 
shown on this table is Vienna, Austria, where a company by the name 
of Sanabo, the identity of which I do not know, has a price of $1.66 
for bottles of 50 of half a gram tablets. Now the next lowest price 
is found in Amsterdam at $1.85, and also at Dusseldorf, Germany. 
In London the price is only slightly higher, $1.87, where it is sold by 
a company by the name of Horlicks under the trade name Rastinon. 
The next lowest price is $2.04 in Paris. The company is Encopan- 
crine. The trade name is Tolglybutamide. 

The prices then ranged upward to the United States which has the 
highest price of $4.17. 

Mr. Chairman, it is interesting to note that this is an instance 
where the price in the United States is actually higher than the price 
in Canada. In Canada the price is $3.75 as contrasted to the price in 
the United States of $4.17. It is also interesting to note that in 
Canada the same product is scld by Hoechst under the trade name of 
Orinase. Now Hoechst sell the product at prices ranging from $1.85 
in Austria and Germany to $2.35 in Rome, $2.45 in Brussels, and 
$3.75 in Canada. So we have a range in price of Hoechst itself 
shown on this table of $1.85 to $3.75. 
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Senator Keravuver. Do you want to comment on this table? 

Dr. Ursounn. Yes, I would like to. We took the trouble of writin 
to Hoechst to ask them what they could tell us about the pricing o 
the various properties of tolbutamide around the world and we re- 
ceived from them this information which I have here. That is we 
took the price that they gave us and we calculated that back to the 
same number of tablets per bottle, and then we translated the price 
which they had given us into what would be a comparable price in 
this country, that is to say adding something for the wholesaler and 
something for the—well, something for the wholesaler in his sale to 
the retailer. 

I have before me this list. It shows that there is a great range of 
prices in different countries around the world. It shows five coun- 
tries in which the price is higher than it is in this country. It shows 
12 countries in which the price is lower. 

If you are going to ask me why the price is lower in this country or 
that country, I can’t answer. This is not our product. I don’t know 
anything about it, any more than I can tell you why the price is 
higher in five of these countries. 

Senator Keravuver. You have a list there? We will make that 
exhibit 313. 

(Exhibit No. 313 follows.) 


Foreign prices of tolbutamide 
ABOVE U.S. ORINASE PRICE 


Per 50 tablets price to 
Wholesale | Wholesale | druggist when whole- 
Country Size price U.S. | price per saler makes 
dollar 50 tablets 


20 percent | 30 percent 
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Senator Hruska. Mr. Chairman, I wonder if I could ask the wit- 
ness what did you have to do in order to get the prices that you refer 
to in the exhibit you just handed in? Did you have to relate them 
in quantity and dosage and number bottle ¢ 

Dr. Upsonn. That is right; to make them comparable. 

Senator Hruska. Comparable to the product that you market here 
in the United States, is that what you did? 

Dr. Upsoun. That is right. 

Senator Hruska. Now had you seen this exhibit to which the coun- 
sel referred just a little bit ago? 

Dr. Ursoun. I just received a copy. 

Senator Hruska. Do you know whether those prices are the same 
in quantities and dosage ¢ 

Dr. Upsonn. I have no idea. Well, wait a minute, it says at the 
top that they also made this translation I guess into half gram tablets, 
bottles of 50, so apparently they did. Schpbody must have made 
the interpretation of the figures in there that the State Department 
supplied you with. 

senator Hrusxa. I notice that the top line there is $4.17 as Upjohn’s 
price in the United States. 

Dr. Ursoun. That one I can confirm. 

Senator Hruska. For a bottle of 50, five-tenths-of-a-gram tablet. 
In the footnote to that however, it says the price is $4.50 if sold di- 
rectly by Upjohn to druggists, and $5.25 if the druggists purchase 
through wholesalers. 

Dr. Upsonn. No. 

Senator Hruska. Can you identify that figure ? 

Dr. Uprsonn. If the druggist buys direct from us, he gets 

Senator Hruska. That figure should be $4.17 ? 

Mr. Dixon. $4.17. 

Senator Hruska. Then we can make the correction on the exhibit. 

Mr. Drxon. Why don’t we delete the whole footnote? 

Senator Hruska. Footnote 1. If druggists purchase through 
wholesalers, what is the price in that event? 

Mr. Dixon. In this country ? 

Dr. Ursonn. In our company pricing we price the product to the 
wholesaler, our del credere agent at 30 and 15. He makes the 15 per- 
cent. He marks up—let’s put it this way. The druggist gets in effect 
30 percent off our list instead of 40 percent off. If he buys it from us, 
it is 40 percent off. 

Senator Kerauver. What is your price to the wholesaler? That 
is what we want to get. ; 

* Dr. Upsoun. I don't have that right here. I would have to calcu- 
late it. It would be calculated that way, 30 percent over the list. 

Senator Hruska, Will you furnish it for the record? 

Dr. Upsonn. Surely. 

Senator Kerauver. Yes, furnish it for the record. 

Dr. Upsonn. The druggist pays 10 percent more, That is what 
it amounts to, if he buys it through the wholesaler, yes. If he buys 
it from us he gets 40 percent off the catalog, and if he buys it from 
the wholesaler he gets 30 percent. 

Senator Krravver. In other words, he pays 10 percent more if he 
buys it from the wholesaler rather than from you? ; 








11064 ADMINISTERED PRICES 


Dr. Ursoun. That is right. 

Senator Keravuver. Suppose you send us a letter with the price 
that you sell to the wholesaler for? 

Dr. Upsoun. I will be very glad to do that. 

Senator Keravuver. I am interested in this, Dr. Upjohn. How does 
Hpeshat sell Orinase in Canada? Is that by some agreement with 
you? 

Dr. Ursoun. The Hoechst Co. of Canada is a joint operation. 

Senator Kerauver. You mean that is not strictly just the Hoechst 
Co.? It should be Hoechst-Upjohn, is that it? 

Dr. Ursonn. The name of the company is Hoechst Pharmaceu- 
ticals of Canada, but The Upjohn Co. has an interest in the com- 
pany. 

Senator Kerauver. You have some cross-licensing arrangement 
with them so far as Canada is concerned ? 

Dr. Ursoun. No, the cross licensing would be between the Hoechst 
Pharmaceutical Co. and Hoechst of Germany, Hoechst Pharmaceu- 
tical Co. of Canada, and Hoechst of Germany. 

Senator Kerauver. You are a half owner of Hoechst of Canada? 

Dr. Ursoun. That is right. 

Senator Kerauver. Do you have an agreement with the Canadian 
company that they can sell under your trade name of Orinase? 

Dr. Upsonn. That is right. 

Senator Kerrauver. How can they sell cheaper up there than they do 
here ? 

Dr. Upsoun. That is a competitive situation. 

Senator Kerauver. Competitive with what? 

Dr. Ursoun. I believe it is safe or correct to say that it is com- 
petitive with insulin. In other words, it is my understanding the 
pricing of insulin is different in Canada than it is in this country. 

Senator Krerauver. That is your information? 

Dr. Uprsonn. That is my understanding, I don’t have the specific 
information on it. I didn’t price it up there. 

Senator Kerauver. How can Hoechst sell in Amsterdam, Holland, 
for $1.85? How do you explain that wide differential ? 

Dr. Ursoun. I can’t explain it. I can only guess, and I don’t be- 
lieve you want me to guess. I don’t know anything about their 
problems. 

Senator Hruska. Doctor, as a matter of fact such things as wage 
structure, the cost of marketing, the cost of wholesaling, their tax 
structure, their living conditions. 

Dr. Ursoun. A great many factors. 

Senator Hruska. Also competition, all of those things would enter 
into it, would they not? 

Dr. Upsonn. That is right. The fact is that almost any commod- 
ity that you can make, that you can name, I think, the pricing of it 
is different in different countries for various reasons. 

Senator Hruska. Italy doesn’t have patents, do they ? 

Dr. Ursoun. None at all. 

Senator Hruska. The fact that Italy has no patents, they can walk 
over to England, America, or any place else and pick up the com- 
pound and manufacture it free and clear of royalties and they are all 
to the good, aren’t they? 
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Dr. Upsonn. Yes, since you brought that up of course the pre- 
sumption is very strong that that explains part of this difficulty. 
They are in a position where they can pirate anybody’s patent, singply 
steal it because there are not patent laws of any kind in Italy, and 
they can therefore wait until a successful bit of research is completed 
somewhere, and a product becomes successful and in high demand, 
and then without incurring any of those costs, they step in and under- 
cut the market. 

Senator Kerauver. England does have patent protection, I believe. 
What is the price there? 

Mr. Drxon. $1.87. 

Senator Kerauver. How do you explain such a price in England ? 

Dr. Upsoun. Senator, I told you I can’t explain except by guess- 
ing. I don’t know the facts. We are not marketing Orinase in those 
countries, 

Dr. Buatr. Isn’t it true that once the formula for a tablet has been 
established, the tablet is made, bottled, capped, labeled, and car'toned 
all by high-speed automatic machinery ? 

Dr. Ursonn. You mean in our plant? 

Dr. Buair. Generally speaking, in an efficient drug plant ? 

Dr. Ursonn. It is true in our plant, certainly you don’t have to 
have high-speed equipment to do it now. 

Dr. Buatr. No, but the United States has no monopoly and such 
machinery nor do we lack its possession, 

Dr. Ursoun. That’s right. 

Mr. Dixon. Mr. Chairman, before we leave that point, I think this 
letter should be made a part of the record. That would be exhibit 314. 

(Exhibit No. 314 may be found on p. 11282.) 

Mr. Dixon. This matter was referred to us by the Department of 
Justice. It had been received originally by them from a Mr. Stanley 
S. Groggins, and then it was suggested that he write to us so Mr. 
Groggins wrote to the committee on July 16, 1959. The letter is ad- 
dressed to the Committee on the Judiciary, U.S. Senate Subcommittee 
on Antitrust and Monopoly : 


Gentlemen: Mr. Robert A. Bicks, acting assistant Attorney General of the 
Antitrust Division, has suggested that I write to you regarding some facts 
which I disclosed to the Attorney General relating to a possible restraint of 
trade in the drug and pharmaceutical trade. 

I am one of several million adults who have a mild diabetic condition for 
which the drug Tolbutamide is prescribed. In the United States this product is 
manufactured only by The Upjohn Co. under the trade name Orinase. Two 
months ago when I was in London I found that I would need some of the pills. 
I looked up The Upjohn Co.’s British branch and found that they did not manu- 
facture the product in Great Britain. I did ascertain that the very same product 
is manufactured by an English company, Hoechst, who sells it under their own 
trade name. 

The factor that was of disturbing interest is the marked difference in price. 
In the United States we have to pay about $14 for 100 pills, and the drugstores 
are quite emphatic in advising that they are required to maintain this price 
by The Upjohn Co. On the other hand, when I came to purchase the same 
product in Great Britain, the price was $4.90 per 100. 

Apparently anybody can manufacture Tolbutamide, but no other company 
in the United States makes it but Upjohn and apparently no one has success- 
fully imported it from abroad. It is this situation which you may wish to 
investigate in determining whether there is an unreasonable and possibly an 
illegal restraint in the drug field. 
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If you wish to use my services I am available. Stanley S. Groggins, Coun- 
sellor at Law, 217 Broadway, New York. 

Senator Keravver. His price is for bottles of 100. Anyway, it is 
in proportion to the price list we have here. 

Anything else, Mr. Dixon ¢ 

Mr. Dixon. That is all I have. 

Senator Kerauver. Senator Hruska ? 

Senator Hruska. Mr. Chairman, I was interested for the purpose 
of getting a comparison of the chart put in the record by the staff, I 
was interested in getting a computation of that chart on the basis of 
the figures and breakdown of the sales dollar as submitted by the wit- 
ness, and I have asked Mr. Chumbris to make that computation. I 
should like to have leave at this time to have that chart put in the 
record at this point as computed by him so that we could have it 
readily available in the record in due time. 

Senator Kerauver. Do you want to put it in as exhibit 315? 

Mr, Cuumepris. I have it worked out. 

Senator Hruska. Review the figures. 

Mr. Cuumprts. Using 8.3 cents as a base, Dr. Upjohn, which is 
what Dr. Blair has in his exhibits, do you accept that figure of 8.3 
cents? Thatis what I use as my basis. 

Dr. Ursoun. I don’t know anything about that figure. 

Mr. Cuumeris. Using 8.3 cents as what you would get from the 
druggist, and using the percentages that you have used, manufactur- 
ing is 25.6 percent, so it amounts to 2.1 cents for manufacturing or 
compuuted production costs as Dr, Blair has noted on his exhibit 
rather than 1.3 cents. 

Dr. Ursoun. I see. You are applying these percentages to this 
figure ? 

Mr, Cuumeris. Yes. Using the chart 2.1 cents for manufacturing, 
1.7 cents for marketing, 1.3 cents for taxes on income, 0.8, in other 
words 0.8 cent for research and development, seven-tenths of a cent 
for investment in business, sixth-tenths of a cent for distribution, 0.6 
cent for general administration, and 0.5 cent for paid-in dividends, 
which would give you 1,2 cents or 1.2 of a cent profit on the 8.8 cents 
that you receive from the druggist, which would come to 14.8 percent 
on sales, 

Dr. Ursonn. I am not fast enough to follow you'there but I think 
I know what you are doing and I think that is legitimate. 

Mr. Cuumpnis., I have used your percentages and translated it into 
whether it is 0.8 cent. 

Senator Krravuver: Suppose you give that to Dr. Upjohn and let 
him comment. 

Senator Hruska. I thought, Mr. Chairman, it would be best. to 
allow Mr, Chumbris to work this out, verify the mathematics of it, 
and introduce it as a chart. 

Senator Krrauver. Let it be introduced as exhibit 315. 

(Exhibit No. 315 follows:) 
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Senator Keravuver. Is there anything else? 
Dr. Brat. Is it clear, Mr. Chairman, that that represents the 
application of the percentage figures applicable to Upjohn’s oper- 
ation as a whole to a particular profit which in this case 

Senator Kerauver. Yes. 

Senator Hruska. That is right, and I think in all fairness the 
record should emphasize that. It also should emphasize that the 
statement presented by Dr. Blair uses a conjectural figure as to the 
cost of production. 

There is no justification for the thing except a pure conjecture, 
because it does not line up with any other product in The Upjohn Co. 
or any other company, and there have been several witnesses here 
who have testified that there is no way of isolating costs as to a par- 
ticular product with any degree of credibility whatsoever. 

So this sort of balances the picture. Then we can pay our money 
and take our choice. It is with that idea I had in mind of having 
this computation made by Mr. Chumbris. 

Senator Keravver. I don’t think the chart is pure conjecture. It 
is the best effort to take the actual sales price of the finished bulk 
product which Upjohn buys, then to take an efficient medium-sized 
testing, bottling and tableting concern, and put the two costs together. 

In the case of meprobamate, Dr. Hoyt said it worked out exactly. 
In the case of prednisone, it worked out to 1.6 cents, and we found 
one company, at least, actually selling the product at a little less than 
2 cents. 

Senator Hruska. Of course, that just proves the statement I made. 
When you say take an efficient medium sized company that acts and 
operates in a certain way, and then apply it to Upjohn for this par- 
ticular product, which is quite a product to make and to establish 
and to bring it onto the market, therein lies the conjectural nature 
of the charts submitted by staff. 

It is to that. point that I addressed myself a little bit ago. 

Senator Kerauver. I would think that Upjohn, as an efficient 
manufacturer, would be able to tablet, bottle, and test a product as 
efficiently and economically as some other good company. 

Dr. Ursonn. We think we are efficient. 

Senator Krerauver. Hoechst, of course, is the maker of the product 
and sells it in two or three areas itself at 1.8 cents. They must make 
some profit on it. 

Senator Hruska. We have gone into that question before also, and 
there are a number of factors there that will not undoubtedly pertain 
to American marketing nor to American economics, and certainly it is 
simply to convert foreign currencies into American currencies with- 
out any of the other factors involved will show that there isn’t too 
much relevance in those figures, but for whatever they are worth, I 


suppose they can be looked at and each one can form his own opinion 
on that. 


Senator Krerauver. Very well. 
Senator Hruska. Doctor, with reference to your statement which 
you gave this morning, you referred at several places to the skepticism 


which was entertained not only by American clinicians but also by the 
practitioner. 
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I was very impressed by the figures which you referred to at page 
15 with regard to certain of your studies. There you stated that 
“Within 3 months after publication,” the medical journal Metabolism, 
back in November 1956, there were 63,000 copies of that issue supplied 
by your company to physicians, medical schools, and libraries on 
request. 

hen at a later time in your statement we find that 80,500 copies 
of the article appearing in the July 1957 issue of the Annals of New 
York Academy of Science were supplied on request to physicians, 
medical students, and medical libraries. 

Now did the impact of these reports which came out during all this 
time and which were supplied to physicians, medical students, and 
medical libraries have a cumulative effect when the time came for 
marketing your product is concerned ¢ 

Dr. Ursonn. I can only say that we felt that it did. There is now 
no way of measuring that very well. We were of course keeping the 
medical profession, those that expressed an interest, keeping them in- 
formed as to the progress of the investigation of the drug, and inso- 
far as they expressed an interest enough to request a copy of the pro- 
ceedings of these various meetings, they must have had an interest 
in the thing, and I feel sure that they read material when they got 
it, that they gradually were breaking down their resistance. 

Senator Hruska. There has been some testimony here that there is 
a tendency on the part of far too many doctors in our country, medi- 
cal men, to read a very nicely printed prospectus and immediately 
order, buy, and prescribe the product that is portrayed there. 

Your experience in connection with these tens of thousands of re- 
quests for these rather technical and complicated reports would be one 
refutation of that would it net, Doctor? 

Dr. Ursoun. I think it would, yes. 

Senator Hruska. And there is another thing which we had brought 
up during the course of some of the witnesses, and that was that often 
times there would be not only one mailing of a product but several 
mailings of literature on a single product, and therefore that was con- 
strued as being wasteful, extravagant, and an undue item of cost in 
the ultimate price that the consumer must pay. 

For that reason I was especially interested at page 26 of your 
statement when you said that this was not an informational job 
that could be finished in a one time visit to the doctor’s office, let alone 
a one-time mailing of literature. 

What comment would would you have on that aspect of it ? 

Dr. Upsoun. I can say that the average physician approached this 
new drug with great caution, and it was quite proper that he do so, 
just let’s say that the average physician would have a certain number 
of diabetic patients who were under insulin management. This in- 
volved careful balancing of the diet and the insulin dosage and when 
- ae got that regulated the patient was getting along very satis- 

actorily. 

Obviously he is going to be very slow to change that patient to some 
new orally active form of drug. So what he actually did was to 
wait until he could get a new case that would come in that was not 
under management and test the drug cautiously on the one patient on 
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the basis of the information, This is after he had finally built up 
enough confidence to do that cautiously. 

From then on of course he had to have patience himself to observe, 
and it would tend to gradually build up his confidence. But we had 
the problem all along of continuing to supply him with new infor- 
mation that came along and new experiences in order to encourage 
him to utilize this new therapy. It was certainly not a one time 
proposition. 

Reniator Hrusxa. And it is a constant educational process is it 
not ¢ 

Dr. Ursoun. Oh, very much so, and it still is. 

Senator Hruska. Doctor, how many dibetics do we have in the 
United States? What are the figures ? 

Dr. Ursonn. It is generally believed that there are 3 million dia- 
betics, but only approximately would you say 2 million—— 

Dr. O’Donovan. May I step in here? "esate Hruska, the most 
conservative estimates today would indicate that we have at least 
2.9 million known and as yet undetected diabetic patients. 

Senator Hruska. Known and undetected ? 

Dr. O’Donovan. Known and undetected. 

Senator Hruska. Both classes? 

Dr. O’Donovan. Both classes, sir. I would say from the best ad- 
vice available at present, and these include estimates from the United 
States Public Health Service as well as other facilities, that at least 
1 million of these people have as yet not been diagnosed. That points 
up, by the way, how important a public health problem we have with 
respect to this one disease. 

enator Hruska. Of this 2 million who are diagnosed as diabetic 
— not all of them are susceptible to treatment by Orinase, are 
they ¢ 

Dr. O’Donovan. That is correct, sir. 

Senator Hruska. Would you care,to estimate or let us known what 
_— idea is as to what percentage would be susceptible to treatment 

y Orinase. 

Dr. O’Donovan. Yes, sir. My comments now of course must fall 
into the category of educated guess, but I believe that some of the con- 
sultants with whom you will be in conversation in the ensuing days 
will amply confirm nl I have to say now. 

Of the 2 million known diabetics in our population fully 13 to 15 
percent of this group are individuals who exhibit the childhood type 
or the growth onset type of diabetes, in which this oral therapy, 
Orinase therapy, is contraindicated, is not indicated, cannot be used. 
There is an ill-defined—I should not say that because there are certain 
estimates. 

I would say that of the remaining 80 to 85 percent of diabetics in 
our population which are the patients whose disease presented for the 
first time at about age 40 or later in life, some of these individuals 
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have a disease of such mild degree that b preety held concepts 
many of our best students would regard as being amply taken care of 
by dietary restriction alone, reduction in their daily caloric intake. 

Senator Hruska. And what percentage would that be? 

Dr. O’Donovan. This would be probably—well, certain of the text- 
aoe figures claim 50 percent. I seriously doubt the figure is that: 
high. 

Tanste Hruska. But that would be, whatever the perenne isy 
50 percent or less would be of those cases of 40 years of age or more 
where they would respond to dietary restrictions. 

Dr. O’Donovan. That is right, and/or Orinase therapy plus dietary 
restriction, and/or insulin and diet. Do I make myself clear? 

Senator Hruska. Yes. Now what do you estimate is the number of 
patients which is being taken care of by Orinase? 

Dr. O’Donovan. I believe that we have a chart that might illustrate 
this point, Senator, if it may be brought up and put on the stand, the 
distribution of patients according to therapy. 

Senator Hruska. In your statement, while that chart is being 
brought, you indicated that there were about 500,000 patients that 
were using Orinase today as I remember it? 

Dr. O’Donovan. Yes, the figure is now in excess of that number. 

Senator Hruska. The reason for these statistics, and I hope your 
chart will be of some help, the reason for these statistics and my in- 
quiring into them at this time is this: That there is a fairly limited 
market for a new product, for anyone else to venture a great deal of 
investment in, is there not, and would there not be a great deal of 
advantage to the company that is in the market first and which has 
established a reputation for good quality control and for good detail 
men and for good information on the product, so that the momentum 
of an early entry into that limited market would naturally keep out 
some other company from going into that field competitively to get 
into the market. 

Dr. O’Donovan. Yes, and I believe that was very much the case, 
I do know that some years ago, in fact in the years 1951-53 one promi- 
nent New York physician, Dr. Fabricant, had ——— at least six 
pharmaceutical and chemical organizations in this country inviting 
them to undertake research with certain synthetic chemical compounds 
on the ground that they might effect an amelioration or control of dia- 
betes by mouth. All six of those organizations to which I make ref- 
erence now turned down the offer to enter that form of research. The 
reason that it was turned down is on the one hand the idea was com- 
pletely out of line with the then held concepts about the nature of the 
disease and the nature of treatment for the disease. 


Senator Kerauver. Let’s make this exhibit 316; “Distribution of 
diabetic patients.” 


(Exhibit No. 316 follows:) 
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Senator Hruska, In other words, in analyzing a situation which 
might appear to be one of concentration in an industry, we do have 
enter the picture certain economic laws of certain economic reasons, 
isn’t that true ? 

Dr. O'Donovan. I would think that definitely so, sir. 

Senator Hruska. And unless this committee would presume to 
repeal some of those economic laws, you go along with some of the 
conclusions that flow from those economic laws and reasons. 

Dr. O'Donovan. Yes; I would agree with that. 

Mr. Krrrrim. If I may ask this, if you were a to lower your 
prices considerably, do you suppose you would get a much larger 
percentage of people buying this drug? Are there a good many that 
you can say now cannot afford the drug and they would buy it if the 
prices were cheaper, or is this a fairly limited market as it stands 
right now ¢ 

Dr. Ursoun. I would only guess on that. I don’t have any basis 
for answering you definitely, but I presume that possibly there are 
some who would choose to switch, for instance, from their current 
therapy to Orinase therapy if the price were lower. I imagine that 
is reasonable. 

Senator Kerauver. Mr. Kittrie, in that connection, I think your 
question is a pertinent one. Here is a letter we received from Mr. 
James Wayne, of Grand Rapids, Mich. 





I am especially concerned because my widowed mother is a diabetic and is 
forced to spend 25 percent of her monthly social security check of about $80 
for drugs, one of which is Orinase. She pays $7.80 for 60 of these, which is 
13 cents each, Other diabetic drugs cost in proportion. 
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So maybe she might not buy more Orinase, but she would buy 
more food, if she has to live on $80 a month. 

Dr. Upsonn. Yes. 

Senator Hruska. Of course if the income were only $40 a month 
Iam afraid there are some people who have to get by for less than $80 
because everybody doesn’t have social security, the cost of those drugs 
would no longer be 25 percent, they would be 50 percent. 

I imagine in some of these cases which are reflected in some letters 
which the committee is getting and which the staff has compiled, it 
is in there not a question of cost or high cost. It is a question of plain 
economics in the individual case. Likewise if that income instead of 
being $80 a month was $80 a week the cost would be about 6 percent 
of the income, and that is something we should bear in mind as we 
go along in this inquiry into prices. It is a relative thing. 

Senator Kerauver. Yes. We have a lot of ranges concerning differ- 
ent rates of income. 

Mr, Krrrrim. The users of these drugs would have to pay almost 
as much if they were using insulin in spite of the fact that insulin 
has been known all these years; is that right ¢ 

Dr. Ursoun. That is right, yes. It is comparable. 

Senator Hruska. One other question. On page 14 of your state- 
ment you referred to 42 major investigators whom you invited to 
meet with you in June of 1956 and so on. 

Let me ask you how do you describe or define a major investigator ? 
What does that mean ¢ 

Dr. O’ Donovan. I speak of major investigator indicating that these 
are specialists most highly qualified or accredited as being the most 
highly qualified specialists in their respective field of endeavor. In 
this instance we were concerned with the opinions of the talents of 
and the cooperation of the key students of diabetes in the country 
today, the people to whom the rest of the medical profession must 
look for the new developments in this phase of medicine. 

Senator Hruska. And it is the type of authority which would be 
quite persuasive with the Food and Drug Administration, for ex- 
ample, as well as with the profession. 

Dr. O'Donovan. Exactly, sir; in fact these are the very people to 
whom the FDA must go as referees to review any application con- 
cerning a drug in the treatment of diabetes. 

Senator Hruska. Also one final point. You refer in the early part 
of your statement to the idea of new work consisting of a reversal of 
early detected diabetic cases. Are your research laboratories of your 
company interested in that problem? Are they doing any work in it? 

Can Dr. O’Donovan answer that ¢ 

Dr. O'Donovan. I should like to touch on this area if I may, 
Senator. This was to me, is to me, the most exciting, the most dra- 
matic development in a long time in any phase of medicine. These 
observations stemmed from tedious long-term observation by many 
investigators, but it was one group of investigators in particular 
who, taking past experience in hand, and reveiwing it, era an- 
other experimental approach and found that when they were picking 
up or looking for people whom we are now regarding as the diabetes- 
prone individual, the prediabetic, they found by a certain diagnostic 
technique that a group of 12 individuals in their initial study were 
biochemically definitely diabetic. 
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Their diabetes at the time was not sufficiently apparent or overt to 
be picked up on the basis of clinical signs and symptoms by the aver- 
age physician. These individuals exhibited a classic evidence by 
laboratory methods of the diabetic defect. These individuals too, were 
then placed on long-term treatment with tolbutamide, Orinase, and 
serially they were studied to determine whether or not there was any 
reversal or aggravation of the originally found abnormal glucose 
tolerance test by which the diagnosis was made. The remarkable de- 
velopment or finding was that in the space of 3 to some 20 months’ 
observation, 8 of those 12 young, extremely mild diabetics exhibited 
complete reversal of their abnormal glucose tolerance tests to normal 
range. 

Three exhibited reversal toward normal range but not entirely 
within that range. Only one failed to respond satisfactorily in that 
group. And Drs. Finance and Conn who presented their findings for 
the first time at the American Diabetes Association annual meeting 
in Atlantic City on June 7, 1959, concluded, and I would like to read 
from their abstract at the time: 

That the studies reported “could have important bearing on the 
problem of prevention of diabetes mellitus.” The impact of this 
observation was sufficiently great that we had the great privilege of 
calling the first formal closed conference in history on the subject 
of the prediabetic state on December 15, 1959. This was a closed 
conference because we did not want this one to assume any un- 
deserved publicity. This was to permit free discussion among some 
20 outstanding authorities in this area, including Dr. Conn; Dr. 
Finance; Dr. Alexander Marble; Dr. Henry Dolger; Dr. Arnold 
Lazarow, of the University of Minnesota; br. Levine, who is the 
director of medicine at Michael Reese Hospital in Chicago; and Dr. 
Lillyrikant and Dr. William Dottiday, both from Washington Uni- 
versity School of Medicine in St. Louis, and many others. 

Dr. H. W. C. Wilderson, of the U.S. Public Health Service, of the 
diabetes field survey unit in Boston, a well-known and highly respected 
authority on the subject of diabetes as it relates to pregnancy was 
also present. Dr. Francis D. W. Lukins, of the University of Penn- 
sylvania, and who is the current president of the American Dia- 
betes Association, was one of the moderators of that meeting in fact. 

Senator Hruska. Tell us why it was a closed session? Why was it 
a closed meeting ? 

Dr. O’Donovan. Closed, sir, because this session we felt had to be 
called in order to permit the specialists in this field to first of all 
formulate opinions and to make some attempt at establishing protocol 
relating to possible projected clinical studies and to establish and im- 
prove upon diagnostic techniques and screening techniques which 
might be employed to detect individuals who are diabetes prone in our 
general population. I might also add that we were so concerned 
about the importance of this problem that Dr. Floyd S. Doft, Director 
of the National Institutes of Health, who has had a longstanding per- 
sonal interest in the subject of diabetes, was also invited to attend, but 
because of family illness was not able to at the time. 

Senator Hruska. Now what role did your company play in that? 
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Dr. O’Donovan. Our role was one of providing the facility and the 
accommodations whereby these investigators could convene generally 
and comfortably without public notice. 

Senator Hruska. Was to your knowledge it the first such meeting 
on such a scale and for that purpose ever held ? 

Dr. O’Donovan. Yes, that is my understanding. 

Senator Hruska. Was there any meeting or any effort along that 
line as far as you know? Did any meeting of that kind or any effort 
of that kind occur in Amsterdam where this product is sold at $1.85 
or in Vienna ¢ 

Dr. O’Donovan. Never before. 

Senator Hruska. Or in Dusseldorf, Germany ? 

Dr. O’Donovan. No, never before. 

Senator Hruska. Or in Russia or Italy? 

Dr. O’Donovan. No, sir. 

Senator Hruska. I notice in the statement also that this Orinase 
therapy represents the first major departure from the concepts of 
diabetes therapy which had been tau ht and practiced for 40 years. 
Is there some thought in your mind that maybe, maybe there may be 


a breakthough now in regard to that type of meeting which you just 
described which will be just as historical and much further-reaching 
than even Orinase? 

Dr. O’Donovan. I do, sir, but it will take years. It is not some- 
thing that will happen overnight. It will take years and endless ef- 
fort, but we shall accomplish our end. 

Senator Hruska. And dedicated effort not only on the part of uni- 


versities, laboratories, but your pharmaceutical houses and the uni- 
versities and many sources. _ 

Dr. O’Donovan. We as a research unit in a pharmaceutical organi- 
zation not only take pride in our association but feel our personal 
responsibility to see these studies carried through. 

Senator Haas: Thank you, sir. 

And thank you, Mr. Chairman, for your patience. 

Senator Keravuver. Thank you very much, Senator Hruska. 

Any other questions? 

Mr. Kittrie? 

Mr. Krrrrre. I would just like to ask two of either Dr. Upjohn or 
Dr. O’Donovan. 

I wonder if you would comment on the question concerning the 
discovery of this drug in Germany? (Quite some criticism was heard 
here over the last few weeks that most of these drugs are not dis- 
covered in the United States, and it was implied that the drug com- 
panies maybe are not doing a proper job. Now, from your account, 
we noticed very definitely that you have been working in this field 
for many years. Apparently you had people devoting their time 
to it. You were spending money. Still you were not able to make 
the final discovery. Do you feel that this is a discredit to the Ameri- 
can drug industry or is it just a matter of plain luck? You just 
don’t know when you are going to make a discovery and when you 
are not going to? 

Dr. Ursonn. That is right. You never know where a discovery is 
going to occur. It may occur at any time and in the most unexpected 
places. I might say that when you maintain a large research organ- 
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ization in the pharmaceutical industry, as we do, we hope that we 
will be able to make some specific discoveries or discover some drug 
in our own laboratories, and, of course, we do occasionally. But we 
also have to be interested in discoveries that are made anywhere in 
the world. For in the last analysis, our function in society is to 
bring the latest in medicine to the medical profession of this country 
as Yr apidly and as efficiently as we can, and it makes no difference 
where the thing—actually where the discovery i is made. Our prob- 
lem is to develop that discovery and bring it to the point where it can 
be of practical use to the American public. 

Mr. Krrrrie. Because, apparently, the development of a discovery 
at times is just as complicated as the discovery itself. I recall the 

vase of Dr. Burger who made the discovery in England, and still 
several years passed before the particular product was ; made available 
to the public. It was only with the aid of the American pharma- 
ceutical industry that it was brought out. 

Dr. Ursonn. I don’t think anybody in the American pharmaceu- 
tical industry wants to discredit or belittle in any way the discoveries 
that have been made in other places. Of course discoveries have been 
made all around the world. As I recall it, the automobile was dis- 
covered, the first automobile was in Europe. That doesn’t discredit 
the American automobile industry. And soon. You could multiply 
that example. It doesn’t matter where the discovery came from. 'The 
main thing or perhaps the important thing after the discovery is to 
make it of some use to the people, to the public. If it is not made 
use of, why then it lies on somebody’s shelf for a generation. 

Mr. Krrrrm. I noticed with great interest on page 4 of your state- 
ment you were discussing the possibility of a new drug that may pre- 
vent diabetes in some cases. 

Dr. Ursoun. Yes. 

Mr. Kirrrm. Then reference was made to the fact that the Uni- 
versity of Michigan is doing some research on it, and so on. I was 
wondering in case the University of Michigan or somebody makes a 
nee y, are there sufficient guarantees that this drug would be gen- 

‘rally available to all the publi, or would any one particular com- 
eae have control over it or what would be the situation ¢ 

Dr. Ursoun. You mean if the discovery were made at the Univer- 
sity of Michigan? 

Mr. Krrrrt. Yes, Apparently they are doing something in con- 
nection with you; is that right? 

Dr. Ursonun. They are working with our drug, and I assume what 
you meant was in case a drug were discovered in the university? In 
the case of the work that they are actually doing there, certainly 

Mr. Kirrrim. They are just using your drug? 

Dr. Ursoun. They are using our drug to study an application, an 
unexpected use that may go far beyond what we had hoped for, I 
would like to emphasize, again, however, that this is an early ob- 
servation, and it needs abundant confirmation and study, but certainly 
it is important enough to be studied. . We are interested in facilitating 
that in anyway we can. I think we can be sure that people such as 
Dr. Conn, and these other clinicians who attended this meeting to 
make some plans for further investigation of that observation, you 
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can be sure that they are interested in it. They are going to do the best 
they can to follow up. 

Mr. Kirrrie. You are actually interested in a drug to prevent 
diabetes, not just aid those that have it ? 

Dr. Upsoun. We are interested if there is a drug that can prevent 
diabetes, yes, sir. 

Mr. Krrrrie. Thank you very much. 

Senator Kreravuver. Mr. Kittrie’s question, I think, points up one of 
the very important issues before the medical profession, before our 
people and before us. When a discovery does come about abroad, here 
or anywhere else, how broadly and how economically is it going ‘to be 
made available to the American people? ‘That is important, 1 am sure 
you agree. 

Dr. Ursoun. I certainly do. 

Senator Keravuver. I have complimented you on the clinical testing 
you have done, but this does point up the problem. You have a right 
to sell this product in bulk finished form to some of these small effi- 
cient companies, and at a reasonable price which would give you a 
profit, and let them manufacture it and compete with you. Won’t 
that give you a better distribution ? 

Dr. Upsoun. Senator, I am not aware of any time since the drug has 
been announced when we did not have adequate supplies to meet the 
demand, and distribute it to every drugstore in the country. We think 
we are able to handle that situation. 

Senator Krerauver. Yes, but how about the price? Somebody else 
might want to pay you a reasonable price on which you can make a 
reasonable profit on the bulk product. Maybe they can beat you on 
efficiency, manufacturing, and distributing. Then that would get the 
price down. Wouldn’t that be a good thing ¢ 

Dr. Ursoun. We would like to do that job ourselves. 

Senator Kerauver. That points up the problem here. You have 
a monopoly and you want to keep the monopoly. You set the price 
you want. Why don’t you let other people buy Orinase from you and 
sell it and provide some competition? That would be the kind of 
competitive enterprise that would get prices down, wouldn’t it, Dr. 
Upjohn? 

Dr. Ursonn. We think we are doing a pretty good job. 

Senator Kerauver. You don’t want to do what I have been sug- 
gesting ? 

Dr. Ursoun. No, I don’t think so, not at this time. If the time 
ever came when it seemed to be the desirable thing to do, we might. 
Let me point up, however, that we are not keeping anybody from 
coming into the market at the present time. 

Senator Keravver. Suppose some little drug company asked you 
tomorrow for you to sell them in bulk. Would you sell it to them? 

Dr. Ursonn. No, sir; I don’t believe we would. If you ask me 3 
weeks from now, I might jan a different opinion. 

Senator Kerauver. Then they don’t have any chance of getting 
into the market with this product ¢ 

Dr, Ursoun. You mean buying it from us? 

Senator Kerauver. Buying it from you. 

Dr. Ursonn. Yes, I don’t think we would help them to that extent 
to get into the market. 
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Senator Krravver. And they can’t buy it from Hoechst because 
Hoechst can only sell to you, is that right? That is the problem, Dr. 
Upjohn. It is a question of whether there is one control or several 
controls, whether the industry itself is going to make it possible, as 
they have in some cases, to have more competition. We found that 
some companies, CIBA, for example, licensed some companies on 
reserpine, I believe. Some companies keep the exclusive license them- 
selves. But competition would be the way to get prices down, 
wouldn’t it? 

Dr. Ursoun. I was going to say the prices of drugs tend to come 
down anyway. That is characteristic. 

Senator Hees: Dr. Upjohn, wouldn’t one way of getting the 
price down as of now and for a little while, wouldn’t that way be to 
abolish the patent system and to make the knowledge acquired by 
anyone available to anyoneelse? That would be one way, wouldn’t it? 

r. Ursonn. It would. 

Senator Hruska. Do you favor the abolition of the patents? 

Dr. Upsoun. I certainly do not. 

Senator Hruska. How long would you be in the business of try- 
ing to discover and perfect a product for efficient and approved use 
if you didn’t have a competitive advantage in it? 

r. Urpsoun. We couldn’t continue to do business the way we do, 
doing the things that we are doing. 

Senator Hruska. If someone allowed you to grow that apple tree 
and pay all the expenses thereof and then you invited them to just 
pick the apples for the cost of picking them you wouldn’t be making 
much incentive for other people to plant apple trees, would you? 

Dr. Upsonn. That is exactly right. 

Senator Kerauver. I don’t know if anybody—certainly not I—is 
advocating the abolition of patents as such. Patents do encourage 
inventors and other people to look for discoveries. But some com- 
panies, even where there is an exchusive patent system, follow the 
system of licensing to a qualified applicant upon payment of a rea- 
sonable royalty. We find in those cases there is competition and lower 
prices. Some countries have a system of compulsory licensing upon 
payment of a reasonable royalty. That doesn’t destroy the patent 
system. It means that a company gets a good price whenever it issues 
a license to anybody. What is the matter with that policy ? 

Dr. Ursonn. Compulsory licensing, of course, could be in many 
degrees, I suppose. It would depend, I suppose, on how much royalty 
was paid for these compulsory licenses. Under some circumstances, 
I am very sure that—I mean if the royalty were not adequate to cover 
the research costs, certainly that is going to destroy the initiative on 
the part of the person who made the discovery to try to do it again. 

Senator Kerauver. We are assuming that there would be a reason- 
able royalty to cover all reasonable costs. 

Dr. Upsoun. A reasonable royalty then has to be enough not only 
to cover the actual research that went into that particular product, 
but also all of the other unrelated or unsuccessful, let’s say, research 
that has been carried on in connection with the development that 
finally came. In other words, every piece of research does not result 
in a product or in a discovery. By far the great bulk of research 
does not result in marketable products. Somebody has to pay for 
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that. Now if the compulsory license, let’s say, were sufficient to cover 
those costs, too, that is a different thing, perhaps. I mean it depends 
on what you are talking about when you say compulsory licensing. 

Senator Hruska. Doctor, when we talk about—— 

Senator Keravuver. Senator Hruska, I don’t think Dr. Upjohn is 
quite finished. He was going to talk, I think, about bringing about 
better distribution at perhaps a lower price. 

Dr. Ursoun. I was going to say conceivably if the royalty were 
that high, it might not destroy initiative entirely at least. But how 
many people are going to pay that kind of royalty, for one thing? 
I think the fact is that under the system that we have, the record has 
been remarkably good. The record of advancement in medical science 
is just phenomenal. It is unexcelled. The system is working beau- 
tifully, and if you do anything the main thing is not to destroy the 
drive that has made that thing possible. 

Senator Kerauver. I understand that. The point is, though, that 
you wouldn’t have Orinase today if you followed this same policy 
that Hoechst does. You are paying a high royalty; 714 percent is a 
very high royalty. If they followed the same policy you do of not 
giving a license to anybody, you wouldn’t have Orinase today, and 
the public would suffer. The public wouldn’t have all this distribu- 
tion that you are giving them. 

Dr. Ursonn. Are you implying that we don’t under any circum- 
stances license patents ? 

Senator Kerauver. I have heard that you do sometimes license 
people. 

Dr. Ursonn. Sure. 

Senator Keravuver. But Orinase has been licensed to you. Why 
shouldn’t you license it to somebody else? 

Dr. Ursoun. Because we think we can do it ourselves, do the job 
and do it well. We think we are doing it well and we think we are 
making it abundantly available to people. We think we are doing 
a very good job that can be done. 

Senator Kerauver. At a price that you arbitrarily set? 

Dr. Ursoun. At a price that we believe is reasonable, Senator 
Kefauver, reasonable from our standpoint and reasonable from the 
standpoint of the public, 

Senator Hruska. Isn’t it a competitive price insofar as it competes 
with insulin and other products? 

Dr. Ursoun. It is. After all, it is a pretty reasonable price. It 
is a matter of pennies.a day. 

Senator Krravver. It is a matter of what? 

Dr. Urpsonn. Pennies a day. 

Senator Keravuver. That gets pretty important sometimes. 

Dr. Ursoun. Well, yes, but it is a reasonable price, 1214 cents a 
tablet. Weare talking about pennies. 

Senator Keravuver. 1214 cents times 3 for a day. For somebody 
with an income such as Senator Hruska has been talking about, this 
would be pretty important. 

Dr. Upsoun. Admitted. Of course, there are isolated cases. Un- 
fortunately, there are many more than we like where people don’t 
have enough to live on, that is true. But this is a subject that we 
are talking about, medication is a matter of pennies a day. It isn’t 
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a matter of dollars, or many dollars a day. We believe it is a rea- 
sonable price, that is what I am trying to tell you, Senator. 

Senator Kerauver. When you take 555,000 patients a day, that runs 
into a lot of money, doesn’t it ¢ . 

Senator Hruska. No one patient pays that, Mr. Chairman, does 
he? Noone patient pays those millions. 

Senator Kerauver. No. 555,000 patients take Orinase, usually 
three tablets a day. Isn’t that so, Dr. Upjohn ? 

Dr. Upsonn. 1 think the average would be about that. 

Senator Kerauver. Three tablets a day, 3 times 13 cents. 

Dr. Upsoun. Excuse me, you said three tablets a day ? 

Senator Kerauver. Yes, a gram and a half. 

Dr. Ursoun. That is right. 

Senator Krerauver. That is 35 cents a day for 555,000 people, that 
is at least $200,000 a day, so a penny off one way or another, makes a 
lot of difference. 

Dr. Ursoun. What are you doing? We were talking about the cost 
to a patient. 

Senator Keravver. All right. 

Senator Hruska. Of course, Doctor, there are some people who 
don’t figure a lot of the costs doing business. 

Dr. Upsonn. That is right. 

Senator Hruska. When they figure these monstrosities, these as- 
tronomical figures. 

Dr. Ursoun. We are trying to bring these benefits to the people 
at a reasonable price, Senator, and I hope you will accept my word 
for it, we are trying to do it. But we are also trying to continue 
to make the sort of progress, that has been made, in the future, and in 
order to do it we have to pay our costs of doing business. 

Senator Hruska. Doctor, in regard to compulsory licensing under 
patents, if you invented a product and there were such a law, you 
would start negotiating with people for licenses. Suppose you and 
they could not agree, the prospective licensee could not agree, as to 
what is a reasonable royalty? What would happen? 

Dr. Ursoun. I suppose that they wouldn’t get a license. We would 
have to have an agreement. 

Senator Hruska. It is a compulsory system, you see. You have to 
license. 

Dr. Upsonn. You didn’t specify what the law said. If the law 
said a specific license, I mean a specific royalty, or puts a ceiling on it, 
why that might answer that. 

enator Hruska. And if the law said that, then it would be some 
legislative body ? 
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Dr. Ursonn. That is right. 
Senator Hruska. Maybe somebody that is as brave as the House 
or the Senate, maybe the Food and Drug Administration or some gov- 


ernmental agency could then tell you how much you have to license 
that for, isn’t that true? 


Dr. Ursoun. That is right. 

Senator Hruska. And maybe there would be some legislator that 
would want to incur the favor and the happy frame of mind of a lot 
of people toward industry rather than to give industry enough return 
to enable it to go along in business as we have heretofore been doing, 
isn’t that a possibility in our American scene ? 

Dr. Ursoun. I suppose I would have to concede it is a possibility, 
but I hope it doesn’t turn out to be true. 

Senator Hruska. Then maybe the splendid results of this research 
and the phenomenal progress that we have been making in the last 
30 or 40 years in public and private health, maybe it won’t continue. 

Dr. Upsonn. That is right. 

I would like to show you one more chart, Senator, if I may. 

Senator Kerauver. You have another one? 

Dr. Ursoun. Yes. 

Senator Kreravver. All right, Dr. Upjohn. 

Dr. Upsonn. This is return on invested capital. 

Senator Krrauver. What is the source of this last chart, “distribu- 
tion of diabetic patients” ? 

Dr. Ursoun. The source of this is probably a compilation from 
several market surveys. I don’t know exactly the source. 

Senator Kerauver. Dr. O’Donovan, do you know the source? 

Dr. O’Donovan. I don’t know it actually, sir. I would like to make 
a comment about this chart. It must be kept in mind that diet control 
is the keystone of management of diabetic patients, and you will note 
that the third bar, the center bar on this chart reads, “Diet.” That 
should read “Diet alone.” It must be assumed that dietary controls 
come into all the therapies. 

Senator Kerauver. In other words, diet is an important part of 
using insulin or Orinase? 

Dr, O’Donovan. Exactly, sir. 

Senator Keravver. I think that is a good explanation. 

All right, where is this new chart? Will you supply the source of 
this chart for the record, Dr. O’Donovan ? 

Dr. O’Donovan. Yes, sir. 

Senator Keravuver. This will be exhibit 317. 

(Exhibit No. 317 follows :) 





ADMINISTERED PRICES 


> 
Zz 
<< 
a. 
PS 
So 
oOo 
z 
=x 
o 
— 
a. 
> 
hed 
= 
— 


RETURN ON NET WORTH 
1930-1959 





ADMINISTERED PRICES 11083 


Dr. Ursoun. The reason I felt it would be desirable to show this is 
because when I was here before, Dr. Blair showed a chart which he 
interpreted to mean that we were making too much profit. 

Dr. Buarr. Correction, I made no such interpretation. 

Senator Kreravuver. I think if there is anybody who made an inter- 
pretation, it was I. I said then, as I say now, that apparently on your 
chart here, 20 percent or almost 20 percent after taxes on net worth is 
almost twice what the average manufacturer is making. 

Dr. Upsoun. Yes. 


Senator Kerauver. I didn’t see why you had to make so much 
profit. And I don’t see yet. 

Dr. Upsoun. You asked again today about net worth. I thought 
this would be of interest to you. Instead of taking the period of 10 
years as was on Dr. Blair’s chart, I got back to Kalamazoo and asked 
them to project those same figures for a 30-year period. If you will 
look at the top solid black line, you will see charted there earnings 
before tax over a 30 year period. 

Senator Kerauver. Yes. This is self-explanatory. How did you 
get up so high in 1946? 

Dr. Upsoun. That is during the war. 

Senator Keravuver. I thought there were price controls then. 

Dr, Ursoun. Sales of pharmaceutical products were very high 
during the war for a number of reasons. In the first place, there 
was a tremendous buying for military purposes. There was an in- 
terest in maintaining national health, of course. And it was right 
at that time a number of important developments took place includ- 
ing the development of the interest in various vitamins. The sulfa 
drugs developed during that time and also penicillin was discovered, 
if you will remember, during the war, so that sales were high durin 
that period and made a peak in earnings before taxes. Now, I woul 
like to call your attention to the trend line that is drawn through 
there to show the trend of earnings before taxes. 

You will see that the slope rises appreciably from 1930 to 1959. 

Senator Keravuver. Yes. I am very interested in the depression 
period, which didn’t seem to affect you adversely at all. 

Dr. Ursoun. I beg your pardon. 

Senator Krrauver. The great depression of 1932 and 1933 didn’t 
seem to affect you adversely; you were at 31 or 32. percent then. 

Dr. Ursonn. Now, then, take a look at the lower line, earnings 
after taxes. ‘That is net profit, and it is depicted there for a 30-year 
period, and notice the trend line. : 

Senator Keravver. Dr. Upjohn, if you start in 1930 instead of start- 
ing at 30 percent after taxes many companies would have been down 
to about zero, so if you draw a line for them, it would be up all the 
time. The fortunate thing about you is that you started during the 
depression, so that your line has gone down to about 20 percent. 

Dr. Ursonn. The trend is down, isn’t it? 

Senator Krerauver. It started up so high. 

Dr. Ursonn. I thought you would be interested in this figure. I 
thought you would also be interested in the fact that the product 
Orinase in itself has had no tendency to distort the curve. 

Senator Keravver. It came out in 1956 ? 

Dr. O’Donovan. 1957, mid-1957. 
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Mapater Keravver. You line has been going up a bit since that 
time 


a Ursoun. That is right, we finally brought it back up to the 
trend. 

Senator Keravuver. That is a very interesting chart. 

Senator Hruska. Doctor, that net worth figure is computed on a 
seppeomntons basis. That is after depreciation ? 

r. Upsonn. After depreciation. 

Senator Hruska. It is not usable value but a depreciated basis. 

Dr. Ursonn. That is right. 

Senator Hruska. That in addition to the fact that computation of 
profits on net worth is a mighty tricky thing. A lot of things happen 
as has been already testified, but net worth is on a depreciated basis? 

Dr. Ursoun. That is right. 

Dr. Bram. Senator, I just wanted to point out that a quick inspec- 
tion indicates that for the years for which we do have figures from 
the Federal Trade Commission, they compare very closely with those 
presented by Dr. Upjohn. 

Senator Hruska. Are those figures computed by the Federal Trade 
Commission ? 

Dr. Buarr. Yes. 

Senator Hruska. Or are they statistics which they have furnished 
from which computations have been made ? 

Dr. Buarr. No, the Federal Trade Commission itself made the com- 
putations and presented the result to the subcommittee. 

Senator Kerauver. These are figures from the companies, 

Senator Hruska. We don’t know what figures they used and what 
they didn’t use. 

r. Buarr. I was just — out they compare very closely with 
those of Dr. Upjohn. They both show about the same level of profits 
during the last 10 years. 

Senator Krravuver. The Federal Trade Commission and Dr. Up- 
john are in substantial agreement. 

Senator Hruska. A factor which the doctor I presume hopes then 
will continue to obtain. 

Dr. Ursonn. That is right. 

Senator Keravuver. All right. If there is nothing else, we thank 
you very much, Dr. Upjohnand Dr.O’Donovan. 

We will stand in recess until 10 o’clock in the morning. 

(Whereupon, at 5:15 p.m. the hearing was recessed, to reconvene at 
10 a.m., Wednesday, April 27, 1960.) 
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WEDNESDAY, APRIL 27, 1960 
U.S. Senate, 


SuscoMMITTEE ON ANTITRUST AND MoNopOoLY 
OF THE COMMITTEE ON THE JUDICIARY, 
Washington, D.C. 

The subcommittee met, pursuant to recess, at 10:10 a.m., in the 
caucus room, Old Senate Office Building, Senator Estes Kefauver 
presiding. 

Present: Senators Kefauver (chairman), Dirksen, and Wiley. 

Also present: Paul Rand Dixon, counsel and _ staff director; Peter 
N. Chumbris, counsel for the minority ; Nicholas N. Kittrie, counsel for 
the minority; Lucile B. Wendt, attorney; Dorothy D. Goodwin, at- 
torney; Dr. John M, Blair, chief economist; Dr. E. Wayles Browne, 
Jr., economist; Dr. Irene Till, economist; Paul S. Green, editorial 
director; and Gladys E. Montier, clerk. 

Present : Senators Kefauver and Dirksen.) 

enator Kerauver. The committee will come to order. Senator 
Dirksen is here. Senator Hruska, Senator Hart and, I hope, other 
Senators will be here shortly. Our first witness this morning will be 
Mr. John McKeen, president of Chas. Pfizer & Co. 

I have a letter from Senator Javits addressed to me. It reads: 

I understand that John E. McKeen, president of Chas. Pfizer & Co., of 
Brooklyn, will be appearing before your subcommittee on Wednesday, April 27. 
I would have escorted him and introduced him to the subcommittee myself, but, 
as you know, I will be in Europe on official business. this week. I did want 
you to know, however, that Mr. McKeen is one of our distinguished New 


Yorkers, that the company is very well established and most highly regarded 


in New York, and I know that all proper courtesy will be extended to Mr. 
McKeen. 


Best wishes, 


Jacos K, Javits. 
Senator Keating had hoped to get back from New York in time to 
personally introduce Mr. McKeen, but he will come here later. In 
the meantime his able administrative assistant, Mr. Milton Eisenberg, 
is present, and he will pinch hit for Senator Keating. 


STATEMENT OF MILTON EISENBERG, ADMINISTRATIVE 
ASSISTANT TO SENATOR KENNETH KEATING 


Mr. E:senserc. Thank you, Mr. Chairman. I will only pinch hit 
briefly. Senator Keating will be here later. He has been detained in 
New York. He would Tike at that time to formally introduce Mr. 


McKeen to the committee. I just want to say that Mr. McKeen is 
the president of one of the largest companies in New York. He is 
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an outstanding citizen of that State and it is a great personal pleasure 
for me to be able to present him to the committee this morning. 

Senator Kerauver. Thank you very much, Mr. Eisenberg. 

Mr. McKeen, you have a statement which we received yesterday. 
You have with you, I believe, Dr. Warner ? 

Mr. McKeen. Dr. Warner, Senator. 

Senator Kerauver. Who is Dr. Warner? 

Mr. McKeen. Dr. Warner is the associate medical director of 
Pfizer Laboratories Division, and in charge of the chlorpropamide 
clinical program throughout the United States. 

Senator Kerauver. What is Dr. Warner’s full name? 

Mr. McKeen. Robert C. Warner. 

Senator Kerauver. Which one is he? 

Mr. McKeen. He is on my left, Senator. On my right is Dr. 
Roberts M. Rees, who is also an associate medical director as well as 
the regional medical director for Pfizer Laboratories. 

Senator Keravver. Which is your medical director? Is Dr. Warner 
the medical director ? 

Mr. McKeen. Dr. Warner is in charge of the clinical program. 

Senator Kerauver. Who is your medical director ¢ 

Mr. McKeen. Dr. Rees is an associate medical director. 

2 ae Kerauver. I see. Who is the chief medical director of 
zer 

Mr. McKeen. Dr. Spring, of Pfizer Laboratories. 

Senator Krravver. Is he here? 

Mr. McKeen. No, sir. 

Senator Kuravuver. Let me make a little statement about our situa- 
tion. It is not certain that we are’ going to be able to meet this 
afternoon. We will know shortly what the developments are. 

We have here to testify today Dr. Alexander Marble of the Joslin 
Clinic in Boston and Dr, Henry Dolger,.the chief of the diabetic 
section of Mount Sinai Hospital in New York; also, from Washing- 
ton, Dr. Samuel Loube who has made an analysis of certain presenta- 
tions to the Food and Drug Administration. We have received the 
statements of Dr. Marble and Dr, Dolger, and it is my understanding 
that one or both of them have some remarks critical of Diabinese. 

Mr. McKeen, I think the best way to give you and your medical 
directors the chance of answering any criticism that may be made is 
to have you make your major presentation without a great deal of 
colloquy, and then to give these two physicians a chance to testify. 
Then, later this’ afternoon or tomorrow, ‘we will give all of you 4 
full chance to make any further statement in regard to anything said 
at this time or what has been said about any Pfizer products in the 
past. Is that satisfactory ? 

Mr. McKeen. That is fine, Senator. 

Senator Keravuver. Fine. You can handle your statement as you 
wish. Part of your statement is devoted to the number of people 
suffering from diabetes and subjects of that sort. This is general 
information and some of it was pretty well covered in a general way 
by Dr, Upjohn yesterday, so any part that you feel you can omit 
reading, will be printed in the record in full: 
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Mr. McKeen. I will be pleased to cooperate, Senator. I was here 
yesterday and Dr. Upjohn and Dr. O’Donovan and you as well, 
covered certain sections of my remarks fairly thoroughly, so I think 
I can skip those today. 

Senator Keravuver. When you come to those sections, any parts 
that you feel that you can skip without impairing your full presen- 
tation will be in the best interest of trying to have all our scheduled 
witnesses testify today. 


You may now proceed. I believe you gave your background in your 
statement. 


STATEMENT OF JOHN E. McKEEN, PRESIDENT, CHAS. PFIZER & 
CO., INC.; ACCOMPANIED BY DR. ROBERT C. WARNER AND DR. 
ROBERTS M. REES, ASSOCIATE MEDICAL DIRECTORS OF PFIZER 
LABORATORIES; AND DR. GEORGE J. HAMWI, PROFESSOR OF 
MEDICINE, OHIO STATE UNIVERSITY 


Mr. McKeen. I have a copy of mine as well as Dr. Roberts Rees 
and Dr. Robert Warner, if I may pass those up as exhibits, Senator. 

Senator Kerauver. These biographical sketches of each of you, 
setting forth in detail your life record of accomplishments, will be 
made a part of the record at this point, including yours, Mr. McKeen, 
one of Dr. Roberts M. Rees, and of Dr. Robert Warner, associate medi- 
cal directors of Pfizer Laboratories, 

ee documents referred to may be found beginning on p. 11428.) 

enator Krerauver. Did you bring Dr. Iezzoni with mand 

Mr. McKeen. No, sir. 

Senator Kreravuver. Was Dr. Iezzoni in charge of the clinical 
testing ? 

Mr. McKeen. No, Dr. Warner is currently in charge of the 
program. 

Senator Kerauver. Wasn’t Dr. Iezzoni the one who was in charge 
of it at the time the clinical testing was made? 

Mr. McKeen. He had been, Senator. He has developed a very 
considerable facility in the ability to evaluate new drugs in animals, 
and then transfer this evaluation over into human pharmadology, 
and thence into the clinical program, so he is now on other products. 

Senator Kerauver. But I thought he might have information about 
the clinical testing of Diabinese which might be useful to the com- 
mittee, if he were here. 

Mr. McKeen. I think you will find Dr. Rees and Dr. Warner 
fully informed, able, and willing to answer any questions that may 
arise. 

Senator Keravuver. All right, sir, will you proceed? 

Mr. McKeen. My name is John E, McKeen. I am president and 
chairman of the board of directors of Chas. Pfizer & Co., Inc. I 
began working at Pfizer in 1926. This was the day after I received 
my degree in chemical engineering from Brooklyn Polstechnie Insti- 
tute. My first job was as a control chemist. After that I served in 
various capacities in the scientific and production departments. I 
became president of the firm in 1949. This is our company’s first 
appearance before your committee; therefore we thought it would 
be helpful to eo about as follows: 
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First, very briefly, to tell you something about ourselves—our com- 
pany’s history, its growth and what it does. 

Second, to describe and explain the serious disease called diabetes. 
An understanding of the disease is important to any consideration of 
the drugs used by doctors in its treatment. 

Third, to discuss the treatment of dibetes. There is no cure; but 
insulin and other drugs are easing the suffering of diabetics and pro- 
longing their lives. 

Fourth, to tell you in some detail about our own discovery, chlor- 
propamide, or Diabinese. This is an oral drug that Pfizer manufac- 
tures and markets. We will deal with the background of its dis- 
covery; its testing on animals and humans prior to its being put on 
the market; our program for informing doctors about the product 
and marketing it; our experience with it (its advantages and short- 
comings) ; and then the matter of prices and profits. 

By the way, gentlemen, on the easel is a chart showing the market 
for products used in treating diabetes. 

You will see we estimate approximately the year 1959 through our 
market research figures about a $50 million market, although this is 
not directly indicated on the chart. 

Senator Krravver. This will be exhibit 318 of our record. 

(Exhibit 318 follows :) 
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Mr. McKeen. Insulin had about half of that volume. Pfizer, with 
about 4 to 4.5 percent of the total market on oral products, had about 
$2.3 million in sales during the year 1959. 

Senator Kerauver. Will you supply for the record the source of 
this information ? 

Mr. McKeen. This was estimated by the Pfizer market research 
organization, sir. 

Senator Kerauver. Very well. 

McKeen. Not official figures but the best we could do under the 
circumstances. 
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SOME BACKGROUND OF PFIZER 


Pfizer began in 1849 as a small producer of medicinal chemicals. 
Products produced by the company in those very early days included 
santonin, iodides, camphor, borax and boric acid, seidlitz powders, 
and mercurial preparations such as calomel and corrosive sublimate. 
Many a frontier physician packed his saddle bags with these and 
other medicinals made at Prizer’s original plant in Brooklyn, and 
pharmacists blended Pfizer ingredients in their prescriptions, 

Throughout most of our first 100 years we ranked with the smaller 
manufacturing firms in America. In 1926, for example, our sales 
were running at about $5 million annually. 

It wasn’t until 1941 some 90 years after our founding, that annual 
sales reached the $10 million mark. 

So you see that we were in the category of a relatively small com- 
pany for many years. Last year our sales, domestic and foreign, 
totaled $253,600,000. 

Today throughout the world we employ about 18,000 persons. We 
are owned by more than 60,000 shareholders, with no person holding 
as much as 2 percent of the total outstanding shares. 

One of Pfizer’s outstanding achievements—and one which we think 
all members of the committee will remember and appreciate for its 
significance—was that by the end of World War II we were producing 
about 50 percent of all the tremendous quantities of penicillin needed 
for our armies. 

And I was fortunate enough to be able to personally participate in 
this penicillin program. 

Pfizer’s achievement here underlines the adage that know-how does 
not come overnight. Our ability to produce penicillin in the 1940’s 
had its inception in the early 1920’s, when we achieved our initial 
breakthrough in fermentation chemistry. 

This breakthrough was itself the result of almost 10 years of prior 
study that yielded important new scientific advances in the manufac- 
ture of organic chemicals. These proved the foundation for an en- 
tire new industry. 


fizer became the world leader in the field of fermentation 
chemistry. 

In the last 5 years alone, research expenditures have increased at an 
average rate of about 19 percent per year, and total $48,302,000. Last 
year we spent $13.7 million on research. 

This includes about $350,000 of our own money for cancer research 
but does not include the $1.2 million expended under our Govern- 
ment cancer contract. Incidentally, we have the largest contract un- 
der the National Institutes of Health cancer research program. 

Another way to look at the proportions and intensity of research 
efforts in a company like ours is that in the last 5 years our expendi- 
tures have averaged about $9 on research for every $10 in dividends. 
Last year we spent more on research than in dividends—$13.7 mil- 
lion for research and $13.2 million for dividends. 

May I enter into the record, Mr. Chairman, the chart “Dividends 
and sesearch Expenditures” for our company from the years 1949 to 
1959 ¢ 

Senator Keravuver. This will be exhibit 319. 

(Exhibit No. 319 is as follows:) 
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Mr. McKeen. You will see that in 1949 we spent about $3 million 
in research which increased to the figure of 13.8 last year, and divi- 
dends paid were about 4.3 or so in 1949 against 13.2 last year. So 
that dividends paid to shareholders in our case is almost a direct re- 
flection of the amount of expenditures we make for research. 

What has all this research produced? We have spoken of our suc- 
cess in mass manufacturing penicillin. But it is much more than this. 
Out of this research program have come such antibiotic discoveries as 
Terramycin, Tetracyn, Maxipen and TAO (for a broad range of infec- 
tious diseases) ; and medicinals such as Niamid (a psychostimulant 


used in treating depression); and Diabinese (for the treatment of 
diabetes) . 
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In addition to other important achievements from our research ef- 
forts, Pfizer’s radiochemists were the first to succeed in tagging a broad 
spectrum antibiotic with a radioactive isotope. 

This discovery, which was reported at the Geneva Atoms for Peace 
Conference in 1955, has opened new kinds of research in the field of 
biochemistry. By utilizing these radioactive isotopes to trace the 
course taken by a drug in the body after administration, scientists can 
now obtain a wealth of useful information. 

Pfizer has been active since the end of 1953 with a program involv- 
ing the most advanced equipment and techniques for tracer research. 
This work may contribute to the discovery of drugs to combat can- 
cer, arteriosclerosis, mental diseases, arthritis, and geriatric diseases. 

Another Pfizer scientist was the first to succeed in cultivating masses 
of individual plant cells in test tubes. Figuratively, this is like grow- 
ing a tree in a test tube. If this could be carried out on a large scale, 
the discovery would make it possible to produce selected plant ma- 
terials in unlimited quantity without regard to climate, environment, 
or other conditions normally required for plant growth. 

Another Pfizer investigator developed a simple method by which 
human cancer cells can be kept alive and multiplied in laboratory 
glassware, and used to uncover active chemical compounds with an 
efficiency never before possible. 

And this technique is being used in our laboratories and in others 
today. 

After its discovery of Terramycin, Pfizer spent more than a mil- 
lion dollars in basic chemical research devoted exclusively to the 
elucidation of the chemical structure of this product. 

The determination of the total structure of Terramycin by Pfizer 
scientists working with Dr. Robert Woodward of Harvard ranks with 
the most significant discoveries of the organic chemist during the past 
decade. 

Throughout the years, Pfizer scientists have published hundreds of 
studies on the mode of action of chemicals in the body, the character- 
istics of disease germs, the classification of previously unknown mi- 
croscopic mycological life, and many other scientific subjects. All of 
this information has been freely given and the community of scien- 
tific knowledge has benefited. Yet, none of this would ever have been 
accomplished by Pfizer and other drug companies if they lacked the 
resources and initiative to carry on scientific research. 


THE DEADLY DISEASE, DIABETES 


Now, I should like to say something about diabetes. 

I am not a physician, so I am not fully qualified to discuss all 
aspects of diabetes. However, it would be impossible to consider the 
significance of oral antidiabetic drugs without some understanding of 
the disease for which they are prescribed. 





NATURE OF DIABETES 






Diabetes is a most complex disease and even today, after years of 
study, medical authorities still do not fully understand how the 
disease mechanism operates. However, diabetes can be described as 
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a chronic disorder of carbohydrate metabolism due to a deficiency in 
the production or utilization of insulin by the body. 

Let me try to explain. 

In a normally functioning body, carbohydrates are the chief source 
of energy. They are converted by the body into a form of sugar 
called glucose, This is either burned as energy or stored for later 
use. The process of converting blood sugar into energy requires a 
hormone known as insulin which is normally produced in the body 
by the pancreas. 

If there is inadequate production of insulin, or inability to make 
normal utilization of the insulin that is produced, then the conver- 
sion—or metabolism—of sugar is prevented or impaired and diabetes 
is the result, 

It is manifested by elevated blood sugar levels—called hypergly- 
cemia—generally evidenced by the presence of sugar in the urine 
(glycosuria), and increased appetite, thirst and volume of urine. 
Itching of the skin (pruritis), weakness, and weight loss are also 
often observed. 

The most serious consequence of diabetes is that the body burns 
excessive amounts of fat, in order to compensate for its inability to 
utilize sugar, and this excessive burning of fat produces ketone bodies 
(ketosis). 

The excessive accumulation of ketones in the body produces a con- 
dition known as acidosis. Both of these, acidosis and ketosis, bring 
about injury to many organs and tissues of the body and, unless the 
condition is corrected, diabetic coma and death may be produced. 

When the amount of sugar passed into the urine is excessive it 
carries with it substantial quantities of water, producing a state of 
dehydration. 

Recovery from diabetes is rarely seen, but when the disease is well 
controlled by appropriate diet and therapy, diabetics can lead a fairly 
normal life. 

Such patients are, however, prone to develop certain complications. 
They are more susceptible to infections, particularly those involving 
the skin and urinary tract. In addition, arteriosclerosis appears in 
most individuals who have had the disease for prolonged periods. 
This of course results in decreased blood supply to the extremities, 
heart, retina, and other organs, with the complication this introduces. 

Diabetes is therefore one of our major killers. It ranks as a leading 
cause of death in the United States. In 1958, it killed more than 
26,000 people. This is more than twice the number who died from 
tuberculosis. 

Before the discovery of insulin, diabetics on the average might 
expect to live about 6 years from the onset of the disease. Due to 
insulin and other advances in diabetic therapy, this figure has now 
increased to an average of 18.2 years. However, even now, diabetics 
can expect to live only two-thirds to three-fourths as long as non- 
diabetics after onset of the disease. 

Diabetic patients who formerly died from the direct effects of dia- 
betes at an early age now often become victims of the complications 
associated with the diabetes. Even asymptomatic diabetics require 
treatment to minimize the occurrence of these complications. 
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Recent studies establish that whereas diabetic coma and other direct 
effects of diabetes were the major cause of death prior to the develop- 
ment of insulin, diabetic coma has sharply receded as the major cause 
of death. 

Conversely, however, deaths from complications associated with di- 
abetes have increased in frequency due to the fact that treatment with 
insulin and the oral antidiabetic drugs have prolonged the lives of 
most diabetic patients. 

Arteriosclerosis as the cause of death was increased up to 77 percent 
of the more recently reported deaths among diabetics. 

A final striking fact about diabetes is that there are approximately 
3 million persons in this country suffering from the disease; yet more 
than a million—according to a leading authority in the field—do not 
know that they have ‘it. 


TREATMENT OF DIABETES 






Insulin and oral drugs, used to maintain the necessary delicate 
balance within the body of a diabetic, are like most drugs dealing 
with dread diseases; they are in themselves very powerful. 

Anyone familiar with any of the common diseases such as diabetes 
knows this. Doctors, of course know that diabetes, with its compli- 
cating effects and degenerative processes, must be treated with care. 
The complexities and ramifications of both the disease and the treat- 
ment are a combination which any doctor must hold in respect. 

This is why a close doctor-patient relationship marks the treatment 
of diabetes. This is why every case must be treated individually. 
Each case develops its own clinical data for the future guidance of the 
doctor. 

And all of this is why doctors approach the use not only of in- 
sulin—in established use for almost 40 years, but also of the newer 
oral drugs, with care and caution; with continuing patient observa- 
tion. This is also why, in spite of all this care, diabetes drugs helpful 
in one case are of no help or even potentially harmful in another. 

This is nothing new to the doctor. He has seen unexpected re- 
actions from things as common as aspirin. As has been previously 
pointed out in these hearings by medical doctors, some reactions are 
found only through wide use of the drug, and it is for the physician 
to decide whether the risk should be taken in any individual case, 

When using the antibiotics, the steroids and the other more potent 
drugs which have been so miraculously effective in such a wide va- 
riety of cases, the doctor must prescribe with great care and under- 
standing of the patient’s condition, the potency of the drug and the 
limits of knowledge about its use. Nevertheless, even fatal reactions 
continue to occur with such widely prescribed products as penicillin. 
Because of our complex nature of these drugs, the Food and Drug Ad- 
ministration has set up careful regulations concerning their intro- 
duction. 

One objective of the treatment of diabetes is to correct hypergly- 
cemia, that is, excessive blood sugar levels, If this process is carried 
too far, however, a condition may be produced in which blood sugar 
levels are too low. 

This condition known as hypoglycemia, can be just as serious as 
was the condition which gave rise to the treatment. 
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Hypoglycemia tends to produce a condition of shock (which is 
sometimes called insulin shock) and can cause death. However this 
problem like others in the treatment of diabetes, is a matter of com- 
mon knowledge among the medical profession. It conditions all their 
approaches to diabetic therapy. 

Believe me, gentlemen, the discovery of the oral antidiabetic dru 
constitutes no small advance. Perhaps its full implications can S 
realized only by the person who actually suffers from diabetes, and 
who until the discovery of oral drugs faced the daily necessity of in- 
jecting a needle into some part of his body in order to lead a relatively 
normal life. 

Aside from the possible pain and apprehension arising from the 
need for such daily needle injections, there are the dangers of infec- 
tion—no minor thing with a diabetic. the need to sterilize the needles 
and the skin area where injection is to be made, the necessity of fol- 
lowing specific and detailed instructions as to storing the insulin and 
resuspending it preparatory to injection, the need to assure against. 
bubbles in the fluid, the care necessary to make each injection. 

Some are not able to comprehend or follow the detailed instructions 
required for its proper use. A further disadvantage of insulin therapy 
is the local allergic reaction which has been reportedly produced, in 
varying degrees, in approximately one out of every four patients using 
insulin. An oral drug as an alternative to this was indeed a very wel- 
come event. 

In treating diabetes, the physician has three objectives : 

(1) to correct the underlying abnormalities in sugar metabolism, 

(2) to achieve and maintain the ideal body weight for the patient, 

(3) to treat or prevent associated serious complications commonly 
associated with diabetes. It-is only in achieving the first of these 
objectives—in correcting sugar metabolism—that the physician will 
consider use of insulin or the oral antidiabetic drugs. These drugs are 
not intended to be used in achieving or maintaining the ideal body 
weight. They are not recommended or intended as the primary ther- 
apy for the serious complications of diabetes such as arteriosclerosis, 
neuritis, or gall bladder or kidney disorders, Insulin and the oral 
antidiabetes drugs, then are not always sufficient for the total treat- 
ment of the patient, they comprise an important tool for the physician, 
but frequently other medical therapy must be used in conjunction 
with the antidiabetic drugs for total treatment of the disease and its 
concurrent complications. 

I come now to the description of Pfizer’s discovery of chlorpro- 
pamide and the tests that were taken to evaluate the product and its 
market. 

At the very beginning I would like to have you receive a brief state- 
ment about the ira which will indicate its place in the field of anti- 
diabetic drugs. 

Senator Kerauver. What you have just been saying does not seem 
to be in your prepared statement. 

Mr. McKeen. This is to be added following sections 2 and 3. 

Senator Keravuver. Just before you get to section 4? 

Mr. McKeen. That’s right, sir. e have asked Dr. George J. 
Hamwi of Columbus, Ohio, to come here and make a brief statement. 
Dr. Hamwi is a professor of medicine at Ohio State University. He 
is one of the top experts in the country in this field of diabetes. He 
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knows about chlorpropamide and other drugs used in the treatment 
of diabetes from firsthand clinical evaluation, and, as well, profes- 
sional use. 

I ask you at this time to hear Dr. Hamwi’s statement, and I will 
provide the committee with a biographical sketch of Dr. Hamdi. 

Senator Keravuver. Let the biographical sketch of Dr. Hamwi 

Mr. McKeen. It will be attached to Dr. Hamwi’s statement. 

Senator Kerauver. Be put in the record. 

(The document referred to may be found on p. 11434.) 

Dr. Hamwt. My name is George J. Hamwi. I reside in Columbus, 
Ohio, where I am professor of medicine at the Ohio State University. 
I have attached to this statement a curriculum vitae briefly describ- 
ing my education, experience, and publications. 

For a number of years I have specialized in endocrinology and 
metabolism. Since July 1, 1951, I have been chief of the division 
dealing with that subject in the College of Medicine of Ohio State 
University. This specialty includes the diagnosis and treatment of 
diabetes. 

In addition to my teaching duties I am in charge of the division of 
endocrinology and metabolism in the Ohio State University Health 
Center, which consists of a 600-bed general hospital, a 300-bed_ pul- 
monary hospital and a 200-bed psychiatric hospital. In our clinics 
we have approximately 1,000 diabetic patients and I am responsible 
for the supervision and care of these patients. 

I have been asked to describe my experience in the testing and use 
of oral hypoglycemic agents and particularly of the product known 
as chlorpropamide. This I am glad to do because of the importance 
of such products in the treatment of diabetes. 

Until a very few years ago the principal methods of treating dia- 
betes consisted of the regulation of diet and the administration of 
insulin. ‘The use of insulin has of course been of great benefit to most 
diabetic patients but there are certain disadvantages in its use which 
have led to a search for other hypoglycemic agents which could be 
administered orally rather than by hypodermic injection. 

One problem in the use of insulin is of course the very fact that 
it must be administered hypodermically. This is a cause of inconven- 
ience and discomfort and is particularly troublesome in the case of 
patients who because of poor vision or other defects do not have the 
ability to measure the dosage precisely and inject it skillfully. A fur- 
ther difficulty in the use of insulin arises from the fact that it provides 
a fixed degree of hypoglycemic action, although the needs of the pat- 
ent may vary from time to time depending, among other things, upon 
diet and activity and other stresses. Thus, a patient whose condition 
is being controlled by insulin is somewhat limited in his daily routines 
and may suffer undesirable fluctuations in blood sugar levels if these 
routines are not adhered to. 

The principal advantages of the oral hypoglycemic agents are, first, 
the ease and convenience of administration and second, greater flexi- 
bility in hypoglycemic action so as to permit a more normal adapta- 
tion to the varying requirements of the patient. 

My first experience in the use of oral hypoglycemic agents was in 
1956 when I made clinical use of tolbutamide. I found that this 
product had its effectiveness principally among diabetics who had 
suffered from the disease for a comparatively short period of time 
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and in whom the onset of the disease came after they had reached full 
muturity. Tolbutamide is rapidly absorbed and rapidly excreted so 
that multiple daily doses may be required. In our experience about 
one-third of the patients selected as being potentially sensitive to the 
action of an oral hypoglycemic agent failed to respond to tolbutamide. 

In the first part of 1958, I was invited to participate in clinical 
testing of a new oral hypoglycemic agent known as chlorpropamide. 
At that time there was made available to me the results of previous 
pharmacological testing from which it appeared that chlorpropamide 
was of greater potency than tolbutamide without significant toxicity. 
In collaboration with other physicians associated with the Depart- 
ment of Medicine at Ohio State University, I undertook clinical test- 
ing of this new product with particular reference to its effects on 
endocrine functions as well as its effectiveness in the treatment and 
control of diabetes. Our studies included an evaluation of the drug’s 
effect. on various functions of the body, such as its effect on the blood 
forming organs and the liver. 

Our conclusions were that chlorpropamide was effective as a hypo- 
glycemic agent in the same general types of diabetic patients that re- 
spond to tolbutamide but that chlorpropamide was somewhat more 
potent and was effective in some cases in which tolbutamide had 
failed. 

With your permission, Senator, I would like to digress a little and 
supplement this portion of the statement even though it isn’t included, 
if I may. 

With tolbutamide, there are two types of failures as with most of 
the oral hypoglycemic agents. There is what we call a primary fail- 
ure, those who do not respond to the drug even after its initial pres- 
entation. Then the so-called secondary type of failure comprises that 
group of patients who initially respond, and then after a period of 
1, 2, 3, 8, 10 months apparently the effect of the drug wanes. 

Now, this becomes a significant factor, particularly in those who 
have been on tolbutamide for any length of time, and in our clinic 
in reviewing our estimate, this secondary failure approximates almost 
or in fact slightly more than 1 percent per month of the patients who 
have been successfully controlled with tolbutamide, about 1 percent 
per month have, over a period of time, lost their ability to respond 
to tolbutamide. 

An important difference between the two products is that chlor- 
propamide is not metabolized within the body and is execreted fairly 
slowly and in an unchanged form so that, it provides more continuous 
and stable hypoglycemic action. For this reason a single daily dose 
provides adequate control whereas multiple daily doses may be 
required with tolbutamide. 

If I can go into just one bit of detail there, the half life of chlor- 
propamide is approximately 32 hours, 32 to 34 hours. The half life 
is the length of time necessary for the concentration of the drug in 
the blood to fall 50 percent. That is, if we start with a concentra- 
tion of 15 milligrams per 100 ec. of blood with chlorpropamide 
82 to 34 hours later there will still be 74% milligrams. With tol- 
butamide the half life is 4 hours. If we start with a concentration 
of 15 milligrams per 100 cc. of blood of tolbutamide, within 4 hours 
we will have 714 milligrams, 4 hours later we will have 314, 4 hours 
later we will have half of that again. 
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So, as a consequence, 24 hours after a specific dose of tolbutamide, 
you have a very low level. So you do get fairly wide fluctuations 
in the concentration of the drug in the bloodstream because of this 
basic pharmacological difference in the two drugs. 

In the clinical testing period we started using chlorpropamide in 
doses of 1 to 1.5 grams per day which was comparable to the usual 
doses of tolbutamide. One of the reasons for this was because the 
pharmacological studies in animals indicated that chlorpropamide 
was not much more effective than tolbutamide and not knowing this 
difference in the half life at the start of this program, why we just 
had to feel our way. 

And, as a consequence, we started with what we consider very large 
doses at the present time. With increased experience in the use of 
chlorpropamide we have found that effective control may be obtained 
with considerably smaller doses than had originall n thought 
necessary. This experience coincides with the findings of others 
in the field whose results have been published. At the present time 
our average dose is in the neighborhood of 150 to 200 milligrams per 
day, which is approximately one-fifth what we started out with. 

During the early period of clinical testing when larger doses of 
chlorpropamide were being administered, there were some adverse 
reactions which indicated the need for care in the observation of 
patients and in the manner of administration of the drug. However, 
these were not of a frequency or severity to deprive the drug of its 
usefulness. With increased experience in the use of the drug and 
particularly with the discovery of its effectiveness in relatively small 
doses, the incidence of adverse reactions has been significantly 
reduced. 

Senator, with your permission, I would like to document that, if 
I may. I don’t have the figures in the formal statement but I culled 
these together and I thought it might be worthwhile to have this 
information. 

Senator Keravver. You mean you wish to file a supplement to your 
statement ? 

Dr. Hamwti. If it may be included. I just thought that it might be 
on to document the generalization that I have just made, 
if I may. 

Senator Keravver. Do you have it with you, or do you want to do 
it orally ? 

Dr. hanes. May Idoitorally? It will only take a moment. 

In our diabetic clinic we have a total of 280 patients who are being 
treated with oral hypoglycemic agents. Of these, 164 are being 
treated with chlorpropamide, In the past year of these 164 patients, 
we have accumulated 5 cases in which there was some untoward 
reaction. ‘Two of these untoward reactions were questionable, a 
vague gastric distress, nervousness, etc cetera, that we frequently 
see with the admission of any compound of placebo, that is a non- 
effective one. The other three were completely reversible. One 
was a hypoglycemic reaction, the other was nerviousness and two were 
epigastric distress, so out of a total of 164 patients we have had 5 
untoward reactions, all of which were completely reversible. 

In our care of diabetic patients in the clinics of the Ohio State Uni- 
versity Health Center we have made increasing use of chlorprop- 
amide and are using it extensively at this time. I estimate that out 
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of the 1,000 diabetic patients now being cared for in our clinics, ap- 
proximately one-third are controlled by diet alone, approximately one- 
third are controlled with insulin and diet and approximately one- 
third are controlled with an oral hypoglycemic agent. Of the lat- 
ter group, about two-thirds are being treated with chlorpropamide 
and the remaining one-third with either tolbutamide or DBI. 

The reasons for our more extensive use of chlorpropamide than 
of other oral hypoglycemic agents are (a) that it is more potent, (b) 
that its longer lasting effect permits of smoother control with only a 
single daily dose, and (c) that adverse reactions have not been of such 
incidence or nature as to make the use of the drug unwise. 

Everyone undertaking an evaulation of a drug of this kind must 
realize that diabetes is a serious disease having complex and far- 
reaching effects upon the human body. He must realize that the regu- 
lation of blood sugar levels and of other problems incident to the 
treatment of diabetes requires the maintenance of a delicate balance 
within the body. He must also realize that a drug having the potency 
required to result in a substantial hypoglycemic action may give 
rise to adverse reactions in some patients. For all these reasons, which 
are, of course, elementary to the competent physician, care must be 
exercised in the selection of patients in whom a particular or any 
particular drug is to be used, in the regulation of the dosage, and 


in the observation of the patient particularly during the early period 
of administration of the drug. In my opinion, experience to date 
has shown that when such care is exercised chlorpropamide is a safe 
hypoglycemic agent which gives effective control in many cases, and 
is a worthwhile addition to the drugs available for use in the treatment 


of diabetes mellitus. 

Senator Keravver. Thank you very much, Doctor. The biographi- 
cal ene that follows in your statement will be printed in the 
record, 

Will you be here for the rest of the testimony ? 

Dr. Hamwt. I was hoping not, but if it is though wise I will. 

Senator Keravver. If you wish I thought later on perhaps there 
might be some questions of you. 

Dr. Hamwt. I will be happy to remain, Senator; thank you. 

Senator, this will not extend until tomorrow, because I do have 
some classes to get back to. 

Senator Kreravver. I hope not, but I don’t know how long we will 
be able to sit today. It hasn’t been determined yet. We will do the 
best we can about it. 

Dr. Hamwt. Thank you, sir. 

Senator Kerauver. Go ahead, Mr. McKeen. 

Mr. McKeen. Thank you, Dr. Hamwi. 

Gentlemen, we could have brought a large number of diabetic ex- 
perts to comment on chlorpropamide, but, of course, it was out of the 
question to have so many iotaes come here as witnesses. We did ask 
a number of leading specialists, however, to make a brief written 
evaluation which we have here, and which I would like to submit to the 
subcommittee now. This statement is signed by 36 physicians. All of 
them have participated in the clinical testing of chlorpropamide and 
most of them, at least in the clinical testing of other antidiabetic 
drugs. 

as ator Krrauver. Suppose we make this exhibit 320. 
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Will some of your staff supply the addresses? I am not sure we can 
read these in script. 
Mr. McKeen. I can read those, Senator. I have a list here. Each 
of these doctors is a recognized and outstanding expert in the field. 
Their statement is very short, and I would like to read it to you. It 
is as follows: 








STATEMENT FOR SUBMISSION TO SUBCOMMITTEE ON ANTITRUST AND MONOPOLY 
OF THE SENATE COMMITTEE OF THE JUDICIARY 








Each of the undersigned is a practicing physician who participated in the 
clinical testing of chlorpropamide and has used, and is now using, chlorpropamide 
in the treatment of diabetes mellitus. The following statement is based, as to 
each signatory, upon his own experience and upon his study of scientific pub- 
lications on the subject. 


Chlorpropamide is a useful oral hypoglycemic agent which in properly selected 
patients often provides effective control of blood sugar levels, Often its potency 
and duration of effectiveness make possible satisfactory control with smaller or 
less frequent doses than would be required with other oral hypoglycemic agents. 
In some instances it provides satisfactory control when other oral agents have 
failed. ‘The incidence of serious side effects is sufficiently low that the drug can 
be appropriately used in properly selected patients and with proper dosage. In 
fact, with expanding use the incidence of side effects has shown a significant 
decrease. 

Chlorpropamide is therefore a valuable addition to the category of drugs 
available for the treatment of diabetic patients. 

That is dated April 1960, and there are 3 sheets with 36 names 
of these diabetic experts. 

Senator Krrauver. We have the sheet giving their names and ad- 
dresses. That will be put in the record as part of exhibit 320. 

Mr. McKeen. Shall I now proceed, Senator ? 

Senator Krraver. Senator Dirksen suggested, and I think it is 
quite worth while, that you or some member of your medical staff 
furnish for the record, to be made a part of exhibit 320, a little back- 
ground about each of these physicians, including whether they are 
in medical school or private practice. 

Mr. McKeen. Dr. Warner will undertake to do that. I believe 
most of them are with medical colleges and university hospitals. 
However, we will get that. But there is a problem of keeping these 
not too widely publicized because of the ethics of the profession it- 
self, and we will undertake to do that. 

Senator Knravuver. Very well; thank you. 

(The doctors’ names and addresses accompanying exhibit 320 may 
be found on p. 11286.) 

Mr. McKeen. If I may, Senator, I would like to resume. 

















CHLORPROPA MIDE 






A. Discovery: I should like to describe briefly the work that was 
done by Pfizer in the discovery and testing of this product because it 
is a striking example of the effort and care that goes into this im- 
portant phase of the business of pharmaceutical manufacturing. 
Our objectives were for— 
1. An antidiabetic agent with minimal side effects. 
2. An antidiabetic agent with high potency resulting in in- 
creased effectiveness and patient economy. 

3. An antidiabetic agent with long action. 
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In the course of achieving an agent with all three properties, over 
200 products were synthesized and tested in animals. Most of them 
had to be discarded for one reason or another. 

But several years of work eventually produced a molecule that, for 
discussion purposes, we can break into three portions to show how 
our scientists attained an agent with the desired properties. 

There is the chart, gentlemen, I will file that. It is probably not 
necessary at this time to go into a detailed description of the chem- 
istry involved, but suffice it to say that our scientists divided the mole- 
cule into three portions. 

Senator Krravuver. We will make this exhibit 321. 

(Exhibit No. 321 follows:) 


DIABINESE CHEMICAL RESEARCH 


| 1 
@SUBSTITUTED ARYL @ SULFONYL UREA @ ALKYL CHAIN 


ci<_S—-s0, NHe NH+—CH, CH, CH; 


@ INVESTIGATION OF THE SUBSTITUTED ARYZ PORTION 
COVERED TWO BROAD AREAS: (2) RING STRUCTURES 
aaa BENZENE, (¢) S/DE CHA/NS OTHER THAN 
THE SUBSTITUTED ARYL WHICH GAVE THE HIGHEST 
POTENCY AND THE LONGEST DURATION OF ACTION WAS: 


Cl —<@_S>— (p-CHLOROPHENYL) 


@ WORK WITH THE SULFONYL UREA PORTION INVOLVED : 
(7) THE REPLACEMENT OF OXYGEN WITH SULPHUR, (@) THE 
REPLACEMENT OF AN AMINO GROUP WITH OXYGEN, 
ALKYLS AND ARYLS, (c) THE INSERTION OF AN AD- 
DITIONAL AMINO GROUP OR A METHYL GROUP AND 
(7) THE FORMATION OF COMPLEX CYCLIC STRUCTURES. 
THE CONFIGURATION WHICH GAVE Q 

THE GREATEST ACTIVITY WAS: -SO2NHCNH-(SULFONYL UREA) 


@ STRAIGHT CHAINS, BRANCHED CHAINS, CYCLIC 
STRUCTURES, SUBSTITUTED CYCLIC STRUCTURES 
AND HETEROCYCLIC STRUCTURES WERE SUBSTITUTED 
FOR THE ALKYL CHA/N. 

SIMPLE ALKYL CHAINS CONTAINING 3 OR 4 CARBONS 
LED TO PEAK ACTIVITY. THE ALKYL CHAIN GIVING THE 
LONGEST DURATION OF ACTION WAS: 

-CH,CH,CH; (n-PROPYL) 
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Mr. McKeen. The substituted aryl grouping, the sulfonylurea 
grouping, and then the alkyl chain, and they worked around the 
various aspects of the molecule itself, chaining the chlorine, the ben- 
zine group in the aryl portion, chaining the oxygen to a sulfa in the 
sulfonylurea, inserting another methyl group, inserting another 
amino group, and then in the alkyl chain inserting branched chains, 
as well as many more phases of the straight chain molecule, and this 
was the molecule, after over 200 compounds, that turned out when 
tested in animals to be the one that had the longest action, the highest 
- This work is reported upon by scientists of our staff, Dr. 

cLamore, Dr. Fanelli, Dr. P’an and Dr. Laubach, and I would like, 
if I may, to have this publication, entitled “Hypoglycemic Sulfonyl- 
ureas: Effect of Structure on Activity,” submitted for the record, 
Senator. 

Senator Kerauver. We will make it exhibit 322 in the files. 

(Exhibit No. 322 may be found in the files of the subcommittee. ) 

Mr. McKeen. Thank you, Senator. 

Senator Kerauver. Will you proceed ? 

Mr. McKeen. The next chart depicts the various structures of the 
oral antidiabetics now available today. The first is carbutamide, 
utilized in Europe principally. The second is tolbutamide, the third 
is chlorpropamide, and the fourth is DBI. I have previously ex- 
plained how the molecule of chlorpropamide was developed by our 
Pfizer scientists. 

Senator Kerauver. We will make this exhibit 323. 

(Exhibit No. 323 follows :) 
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ORAL ANTI-DIABETICS 
CARBUTAMIDE (BZ-55) 


0 
NH, $0,-NH-C-NH-(CH,),-CH, 
TOLBUTAMIDE (ORINASE) 


0 
S0,-NH-C-NH-(CH,), -CH, 
ORPROPAMIDE (DIABINESE) 
0 


$0,-NH-C-NH-(CH,),-CH, 


( phenformin ) 


eae 
CH, CH, NH-C-NH-C-NH, 
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Mr. McKeen. If I may at this point, Senator, call your attention 
to the CH, group on the Jeft side of that molecule, and I will ask Mr. 
Duncan to cross that out if you will, and insert above it a carboxi 
group, COOH. 

Senator, this is almost as easy as the body itself convert that CH; 
group over bimetabolic processes, by the enzymes in the system into 
an inactive form, COOH. This is truly illustrative of that awesome 
power of chemistry and that wonderful relationship between the 
chemistry and the human body, where just that slight change from 
the CH; group over to a COOH group makes this compound no longer 
useful in that form as a hypoglycemic agent, no longer able to reduce 
blood sugars. 

This is one of the factors that partially accounts, gentlemen, for 
the fact that chlorpropamide, the chlorine on the chlorpropamide 
stays there. It is not metabilized by the human system, and this is 
why Dr. Hamwi indicated to you that it has this long half life. It 
probably pie also account for why chlorpropamide need be taken 
only once a day, probably why chlorpropamide can be taken in such 
smaller doses than tolbutamide, not the only reason but a contributing 
and important factor in why you get long uniform blood levels during 
the day with chlorpropamide. 

If you are a tennis player and you are subjected to violent exercise, 
and you have a diabetic condition, it is important for you to have 
an agent present that compensates for this great stress placed on 
your system during that particular time you may be indulging in 
athletics. 

Chlorpropamide gives you a uniform long blood level. Senator, 
in view of the importance of this, is there anything further I can add 
to this for the committee? Is it thoroughly understood what happens 
there with that molecule? 

Senator Kerauver. I imagine by the time you finish, we will have 
some conception of what you are talking about. 

Mr. McKeen. Just focus on that one group and see how easily CO, 
is changed to COOH, Senator. Thank you very much for patience 
with that, Senator. 

Chemists at Pfizer in addition to this work studied the physical and 
chemical properties of this new compound, and developed a practical 
means of quantitatively determining its presence and level accurately 
in human serum. 

The results are summarized in the paper of Toolan and Wagner 
entitled “The Physical Properties of Cnuaaoesitniie and Its Deter- 
mination in Human Serum,” and I would like this paper to be made 
part of the record. 

Senator Krravver. Js it a lengthy paper? 

Mr. McKeen. It is about the same length as the other one. If it 
becomes burdensome to put it in the record perhaps you might just 
file it. The title of it is “The Physical Properties of Chlorpropamide 
and Its Detection in Human Serum.” 

Senator Keravuver. If you think it is important to be in the record, 
we will make this exhibit 324 for the files. 

Mr. McKeen. It is important, its importance lies in the fact that in 
addition to the research work I previously described it was also vitally 
important to develop a method of analysis, so that we could make 
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these blood-level determinations accurately in humans and in animals. 
The method utilized is that of the ultraviolet absorption spectrum and 
also as well the infrared absorption spectrum, and these methods are 
very accurate and we can determine quite accurately the blood level 
of patients, who receive doses of Diabenese, as small as the ones Dr. 
Hamwi indicated, 150 milligrams a day. It can be measured quite 
accurately. 

(Exhibit No. 824 may be found in the files of the subcommittee.) 

Mr. McKeen. The product of this extensive research was the new 
molecule, now called chlorpropamide, which met the initial require- 
ments of high potency, long action, and minimal side effects. 

B. Testing: (1) Pharmacological and toxicological investigation 
of chlorpropamide with animals: Before any new therapeutic agent 
is marketed, it must first undergo exhaustive tests both in the com- 
pany’s laboratories and in outside medical clinics to determine its full 
range of effectiveness and safety. 

Scientists at Pfizer and in other laboratories undertake extensive 
laboratory pharmacology experimentation with animals to evaluate 
the usefulness and safety of new drugs before undertaking any human 
clinical tests. 

Pfizer’s own scientists and independent investigators used more 
than 12,000 animals to screen and test the antidiabetics developed in 
this research program. Among the animals used were dogs, monkeys, 
cats, rats, rabbits, mice, and guinea pigs. 

The first series of chronic toxicity studies began in 1956 with dogs 
which received chlorpropamide in daily oral doses of 50, 100, and 200 


milligrams per kilogram of body weight, “- to 25 times the usual 
aste 


effective level in humans. These tests | up to 89 weeks. The 
drug was administered in a single dose 6 days a week. The dogs were 
weighed weekly and their daily doses adjusted accordingly. Besides 
observing the dogs daily for symptoms, the scientists, in periodic 
laboratory tests, determined the dogs’ hemoglobin, total red and white 
counts, differential leucocyte counts, fasting blood sugar, blood urea 
nitrogen, alkaline phosphatase, serum thymol turbidity or bromosul- 
falein (BSP) retention, urinalysis including color, pH, specific grav- 
ity, sugar acetone, albumin, urobilinogen, and microscopic analysis of 
the sediment. 

At various intervals, dogs taking chlorpropamide were sacrified, 
and gross and microscopic examination made of the following tissue: 
Brain, spinal cord, thyroid, lung, heart, liver, spleen, bone marrow, 
pancreas, stomach, large and small bowel, adrenal, kidney, gonads, 
urinary and gall bladders, and optic nerve. 

Later in 1956 Pfizer scientists also began chronic toxicity tests in 
rats with chlorpropamide. 

Progress reports of all of these chronic toxicity tests were issued 
periodically, and the first interim report showed that the animals 
seemed to tolerate the drug well. 

An outline of a further series of tests was sent in advance to the 
Federal Food and Drug Administration, for its review and com- 
ments. FDA stated that it was in general agreement with Pfizer’s 
proposed pharmacologic program and suggested certain additional 
tests. The company’s tests were modified accordingly. 
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Also an independent research group was used to test in dogs four 
different doses of chlorpropamide (25, 50, 100, and 150 milligrams 
per kilogram of body weight per day). These tests continued for up 
to 52 weeks, and the results confirmed those found by Pfizer scientists. 

Report after report by their scientists showed that the organs of 
the animals were normal. ‘The services of an independent outside 
pathologist, Dr. V. J. Dardin, of Georgetown University, Washing- 
ton, D.C., were also obtained, 

Dr. Dardin made an exhaustive microscopic examination of tissue 
taken from animals that had received continuous doses of chlorprop- 
amide for up to 2 years. His findings showed no abnormality which 
might be associated with chlorpropamide in the lungs, cardiac muscle, 
liver, spleen, pancreas, stome hh large and small bowel, adrenal, kid- 
ney, urinary bladder, uterus and ovary, bone marrow, and tissues of 
the eye. 

I Save with me copies of his summaries of the studies he made, and 
ask that they be made a part of the record. 

Senator Kerauver. Very well. We will make it exhibit 325 for 
the files. 

(Exhibit No. 325 may be found in the files of the subcommittee.) 

Mr. McKeen. Shall I proceed, Senator ? 

Senator Kurauver. Yes. 

Mr. McKeen. In June 1958, Dr. Mary A. Root, who is a pharma- 
cologist employed by another pharmaceutical company, reported on 
the pharmacology of chlorpropamide at the annual meeting of the 
American Diabetes Association. 

Based upon her studies in which chloropropamide was administered 
to dogs for as long as 72 weeks, she concluded that : 


Chronic administration to normal dogs has not caused any abnormalities. 


I ask that a copy of her paper be included in the record. 

It is a reprint from the Diabetes*Journal of the American Diabetic 
Association of January and February 1959. 

Senator Kerauver. We will make this exhibit 326 for the files. 
We want to have a fair and full presentation, but we don’t want to get 
our record too lengthy. 

(Exhibit No. 326 may be found in the files of the subcommittee.) 

Mr. McKnen. We appreciate that, Senator. 

Frankly these are increasing in size as the research work builds 
up and gathers. We are finally going to give one with several 
hundred pages. 

Senator Krrauver. We have not quite reached that point yet. 

Mr. McKeen. OK, sir. 

Senator Krravver. Will you proceed ? 

Mr. McKxen. The new drug application filed in August 1958 set 
forth fully the results to date of Pfizer’s pharmacological rogram. 
The data demonstrated, as stated in a paper entitled “The Pharma- 
cology of Chlorpropamide” by Dr. Jurg A. Schneider, director of 
macrobiology, and others that : 

When given chronically to rats, dogs, and monkeys, chlorpropamide was 
tolerated without untoward side effects in doses at least 20 times the recom- 
mended human dose. This represents a remarkable degree of safety for a power- 


ful hypoglycemic agent. Of special interest was the lack of histopathological 
changes in livers of rats and dogs treated with high doses of chlorpropamide for 
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periods of up to 20 months. These results are in agreement with findings of 
Root, and they support the view that reversible jaundice, encountered only very 
rarely in human patients, is more a matter of individual idiosyncracy than a 
toxic effect characteristic for chlorpropamide. 

It is requested that a copy of Dr. Schneider’s paper be made part of 
the record. 

Senator Kerauver. Mr. McKeen, I know this report is of interest 
to Pfizer & Co. We will make it exhibit 327 but it will be for public 
use and use by the committee for examination in the committee’s office, 
but we will not reprint it in the transcript of the record. 

Mr. McKeen. May I make a suggestion, this happens to be an ex- 
tremely important paper, since it elucidates very fully the basic 
fundamental animal studies, and I don’t know whether I dare suggest 
this, but I would be willing to make a trade with you, Senator, and 
take out one of the earlier papers and put this one in. 

Senator Kerauver. Have you some long ones coming up? 

Mr. McKeen. Yes, and I have to trade with those too, Senator, I 
think, but this one is very important and we can take out one of the 
others if you wish. 

Senator Kerauver. We will make this exhibit 327 and it will be 
made a part of the files. 

(Exhibit No. 8327 may be found in the files of the subcommittee.) 

Mr. McKern. Now as to human pharmacology, the intervening 
stage between the animal work and full scale clinical program. 

In addition to determining chlorpropamide’s pharmacological ef- 
fects in animals, studies were also conducted in humans to develop 
sufficient data to understand whether the same effects could be ex- 
pected in man. 

These studies were made in diabetic and nondiabetic individuals and 
were carried out mainly by investigators in university hospitals and 
medical school laboratories, 

Blood levels of chlorpropamide and blood levels of sugar were de- 
termined at various time periods following administration at various 
doses. The studies provided information on the following: 

(1) The metabolic effects and fate of chlorpropamide in the non- 
diabetic and diabetic subjects. 

(2) The comparative hypoglycemic potencies of tolbutamide and 
chlorpropamide. i 

(3) The correlation of the oral doses, blood levels, and clinical ac- 
tivity of chlorpropamide. 

(4) The effect of chlorpropamide on the blood levels when adminis- 
tered in several dose levels to human volunteers. 

(5) The influence of chlorpropamide upon postpancreatectomy 
diabetes and the effects of chlorpropamide on endocrine functions in 
patients with diabetes mellitus and its effects in other endocrine dis- 
orders 

(6) "The metabolic fate of chlorpropamide utilizing radioisotope 
S55 


These studies were described in 20 papers published in volume 74 
of the Annals of the New York Academy of Sciences. 
Bear in mind this is all human pharmacology. 
I will just submit a list of those, if I may, for the record. 
Senator Kerauver. How many pages is that? 
35621—60—pt. 20 —8 
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Mr. McKeen. Just a single page. 
Senator Kerauver. We will make this exhibit 328 for the files. 
(Exhibit No. 328 may be found in the files of the subcommittee. ) 
Senator Keravver. Will you proceed ? 

Mr. McKeen. Clinical program: Clinical studies were conducted 
both in the United States and abroad by investigators with experi- 
ence in the treatment of diabetes most of whom had engaged in the 
clinical evaluation of tolbutamide. The objective of this clinical pro- 
gram was to determine as conclusively as possible the usefulness of 
chlorpropamide, the conditions under which it should be used, and 
the limitations which should be placed upon its use. 

The investigators were selected by Pfizer with great care to insure 
that they were experts in the field and that they had the facilities to 
conduct the tests necessary to accomplish our objective. The more 
than 100 physicians selected were all independent specialists. At the 
end of the initial program, 2,062 case reports were received from these 
physicians. 

At the initiation of the program a full report on the pharmacology 
was sent to the investigators. Report forms were supplied calling 
for detailed data on each case treated with chlorpropamide, which 
data were later correlated and developed to form the basis for recom- 
mendations on dosage, indications, and cautions. 

I would like a copy of the clinical report form to be made a part 
of the record. 

Senator Keravuver. The first page would seem to be sufficient, 
wouldn’t it? We will make this exhibit 329, but instruct that the 
last lines be consolidated so that we don’t have all these blank spaces. 

(Exhibit No. 329 may be found on p. 11289.) 

Mr. McKzen. Studies were made to determine— 

1. The efficacy of chlorpropamide in bringing out a reduction in 
blood sugar. Its efficiency was correlated with data on the age 
of the patient, the length of time patients had suffered with diabetes, 
the age at which patients first suffered the disease, and the prior in- 
sulin or tolbutamide dosage. 

2. The efficacy of chlorpropamide in treating patients who had 
undergone a primary or secondary failure of response to tolbutamide. 

3. The efficacy of chlorpropamide when administered to patients 
with a history of diabetic acidosis. 

4, The efficacy of chlorpropamide at different dose levels. 

5. The correlation between daily dosage of chlorpropamide and 
the appearance of side effects. 

6. The identity and severity of side effects encountered at various 
dose levels and in patients of different ages and medical histories. 

Detailed studies were also made of patients showing any abnormali- 
ties of hematological tests, urinalyses, or liver function tests. 

The results proved beyond question that chlorpropamide is an 
effective hypoglycemic agent in adult stable diabetes. Oral doses 
provided rapid and prolonged blood levels, achieving a smooth con- 
trol of hyperglycemia. It was found that chlorpropamide is not 
inactivated in the body and is slowly excreted. Effective doses were 
reported at one-half and less than one-half the dose of tolbutamide, 
and were effective in a number of cases where patients had failed to 
respond to tolbutamide. 
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Clinical studies also showed that chlorpropamide could not replace 
the juvenile diabetic’s total need for insulin, although in some of these 
patients a reduction in insulin requirements could be achieved. 

As in the case of other antidiabetic therapy, careful regulation of 
dosage was found to be required, especially in view of the potency 
and duration of action of chlorpropamide. Side effects were ob- 
served, particularly at higher dose levels. 

These included nausea and gastrointestinal disturbances, weak- 
ness, and a low incidence of a type of jaundice and skin rashes due to 
hypersensitivity of the patient and usually reversible upon discon- 
tinuing therapy. 

(4) New drug application: In August 1958 elaborate and com- 
plete data covering the chemical, pharmacological, and clinica] test- 
ing which the company had conducted for more than 1 year, and in 
which over 100 specialists were engaged, were submitted to the Food 
and Drug Administration in a new drug application. 

This application was submitted pursuant to the statutes and regu- 
lations which require in effect that a drug of this kind can be marketed 
only after the Food and Drug Administration is satisfied that it is 
safe in effective doses. 

The new drug application contained information as to the chemi- 
cal composition of the drug, the methods and safeguards used in its 
manufacture, processing, and packaging, the labeling and package 
insert proposed to be used with the drug, and the results of the 
pharmacological and clinical testing of the drug as to both safety 
and efficacy. 

The data thus submitted consisted of over 8,000 pages, of which the 

reatest part was the detailed reports on individual cases on which 
independent physicians had made clinical use of the drug. 

The clinical case study reports submitted to FDA provided data in 
sufficient detail to determine the effectiveness of chlorpropamide at 
different dose levels, and when used by patients in various age groups, 
with different types of diabetes, with varying medical] histories, with 
varying responses to prior oral therapy, and at varying levels of pre- 
vious insulin dosage. 

The data also permitted detailed studies of side effects, including the 
types of effects encountered, their time of onset, and the incidence 
of them. The data also showed the results of various liver function 
tests, as well as the results of hematological tests and urinalyses. 

The material submitted in the application was used in the prepara- 
tion of the package insert or brochure for chlorpropamide in con- 
sultation with, and with the approval of, the Food and Drug Admin- 
istration. , 

Those in the Food and Drug Administration who were concerned 
with review of the application had access not only to the data sub- 
mitted but they also discussed the use of the drug with independent 
investigators who engaged in the pharmacological and research pro- 

ram. 
: The subjects covered in the package insert include the following: 
Chemistry, absorption, fate and excretion, anima] studies, studies in 
humans, cautions, indications, contraindications, patient selection, dos- 
age, acute complications relating to diabetes, and side effects. 
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After careful consideration of all this material the new drug appli- 
cation was made effective by the Food and Drug Administration, and 
the product was ready for marketing in November 1958. 

I have here a bottle of Diabinese, 250-milligram tablets, and show 
you that the brochure is enclosed, the one that was approved by the 

ood and Drug Administration outlining all of this data in each bot- 
tle that is shipped from our plants. 

Senator Keravuver. If you leave that with the committee, we may 
wish to examine it. 

Mr. McKeen. Yes, I will do that. I may refer to it later on but 
I will send it up, Senator. 

Senator Kerauver. Very well. 

Mr. McKeen. Product Information to the Medical Profession. 

I should like to describe in a genera] way the steps which Pfizer has 
taken to inform the medical profession as to the advantages and dis- 
advantages of chlorpropamide. 

Commencing even before the drug was marketed in November 1958, 
Pfizer has sought to make available to the medical profession the full- 
est possible information about chlorpropamide, including all neces- 
sary precautions in its use. 

oubt if a new drug has ever been given a more complete and 
informative presentation to the medical profession. Let me describe 
just a few things that we have done for this purpose. 

The first major step was holding the symposium mentioned before. 
This symposium was held and supported jointly by Pfizer and the 
New York Academy of Sciences on September 25, 26, and 27, 1958. 
The program for this meeting was mailed in advance to each of the 
2,500 members of the American Diabetes Association and to all mem- 
bers of the New York Academy of Sciences. 

Approximately 450 persons registered for the meetings, and an even 
higher number attended. 

As this symposium there were pfesented 68 scientific papers by 176 
physicians and scientists who had taken part in the clinical testing 
and other studies of chlorpropamide. 

The papers gave full reports upon the results of their experience 
with the drug in animal pharmacology, human pharmacology, and 
clinical testing, including the adverse effects wherever they were en- 
countered. 

The investigations reported upon included both double-blind and 
cross-over studies. (A double-blind study is one in which the drug 
and placebos, sometimes called “sugar pills” are given to patients 
with neither the physician nor the patient knowing which is the 
drug and which is the placebo. A cross-over study is one in which 
two or more drugs are given alternately to the same patients. ) 

I have here a copy of the Annals of the New York Academy of 
Sciences containing the proceedings of the symposium which I would 
like to have made a part of the record. This was made available by 
Pfizer to doctors throughout the country. 

Senator Keravver. Mr. McKeen, this will be made exhibit 330 and 
will be a part of the committee records available for use by the com- 
mittee and by the public, but it will not be copied into the record. 

(Exhibit No. 330 may be found in the files of the subcommittee. ) 





ADMINISTERED PRICES 11111 


Mr. McKeen. Ten copies were given to each of approximately 750 
detailmen in our Pfizer Laboratories Division to furnish to diabetic 
specialists. We mailed 7,500 copies to schools of medicine, hospitals, 
and medical libraries throughout the country. In addition many 
thousands of copies of the following six reprints of articles published 
by clinicians on their experience with chlorpropamide in controlled 
onal tests were mailed to physicians. 

These papers that were mailed to the doctors were sent in this 
form, and I would like to file one of each of these reprints of these 
papers that were mailed to 100,000 physicians in the United States 
for each mailing, truly a prodigious undertaking. 

Senator Kerauver. These six papers will all be made exhibit No. 
331 and will be filed with the committee for its use, but we will not 
undertake to reprint these in the record. Is that satisfactory? 

(Exhibit No. 331 may be found in the files of the subcommittee.) 

Mr. MoKeren. Yes, it is. 

The papers were: “Clinical Experience With Chlorpropamide,” by 
Barnett Greenhouse. 

“A Laboratory and Clinical Study of Chlorpropamide in Ambula- 
tory Diabetics,” by Milton B. Handelsman, Leon Levitt, and Matthew 
F. Calabretta. 

“A Clinical Comparison of Chlorpropamide and Tolbutamide,” 
by Peter J. Forsham, George J. Magid, and David E. Dorosin. 

“The Correlation Between Oral Dosage, Blood Levels, and Clinical 
and Metabolic Activity of Chlorpropamide in the Treatment of Dia- 
betes Mellitus,” by Samuel B. Beaser. 


“Clinical car With Chlorpropamide Given to Hospitalized 
x 


Patients,” by Garfield G. Duncan, Guy L. Schless and Mohamed M. 
Ali Demeshkiah. 

“Chlorpropamide in the Management of the Adult Diabetic Pa- 
tient,” by Norman W. Drey, Barrett L. Taussig, Jim Waterfield, and 
Robert Rubin, 

Each of these papers were mailed to approximately 100,000 physi- 
cians. In addition to that they were utilized by our professional 
service detailmen in bringing the message about this drug to the doc- 
tor. In addition, the following papers were distributed to physicians 
os detailmen. You may wish to treat these four as you did the 
others. 

Senator Keravuver. They will be made exhibit No. 332 and will be 
treated in the same way as the others. 

(Exhibit No. 332 may be found in the files of the subcommittee.) 

Mr. McKeen. These papers are entitled: “Relative Potencies of 
Chlorpropamide and Tolbutamide in Man,” by Kelly M. West and 
Stanley R. McCampbell. 

“Metabolic Studies of Chlorpropamide in Normal Men and in Dia- 
betic Subjects,” by Raymond E. Knauff, Stefan S. Fajans, Eduardo 
Ramirez, and Jerome W. Conn. 

“Studies With Chlorpropamide in Diabetic Patients,” by William 
B. Hadley, Avedis Khachadurian, and Alexander Marble. 

re eee Therapy of Diabetics,” Robert C. Stewart, Eu- 
gene U. Piazza, Harris Hyman III, and David Hurwitz, and the 
following somewhat more recent publications are in the process of 
being distributed to physicians. May I submit these to be treated in 
the same way as the last two groups? 
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Senator Krerauver. Yes, you may. They will be Exhibit No. 333. 
(Exhibit No. 833 may be found in the files of the subcommittee.) 

Senator Kerauver. They will be made a part of our record but not 
copied into the transcript. 

Mr. McKeen. The titles of these papers are: “A Comparative 
Study of Some of the Effects of Oral Hypoglycemic Agents,” by 
Lawrence J. Knox and John P. Doenges. 

“Clinical Experience With Chlorpropamide in Diabetes,” by L. 
Lewis Pennock. 

“Clinical Experience With Chlorpropamide in the Treatment of 
Diabetes,” by Garfield G. Duncan. 

These latter two papers are by different outstanding authorities in 
the field. 

Let me emphasize that all these papers which were given wide 
circulation among the medical profession were independent and objec- 
tive reports of studies made by leading experts in the treatment of 
diabetes. 

The next step in informing the doctors as to the advantages and 
disadvantages of chlorpropamide was the widespread dissemination 
of enlarged copies of the package insert describing the drug. 

In October 1958, enlarged copies of the package insert were mailed 
twice to virtually all physicians in the United States. 

May I submit this for the record? This is very important and I 
would appreciate that it be printed if possible in the record. 

Senator Krerauver. Very well, this will be exhibit 334 and will be 
printed in the record. 

(Exhibit No. 334 may be found on p. 11292. ) 

Senator Keravver. Is this the same insert that was included in the 
package ? 

Mr. McKeen. This is identical with what is included in the pack- 
age of Diabinese and is arrived at in conjunction with the authorities 
in the Federal Food and Drug Administration, sir. 

Senator Keravuver. All right, Will you proceed? 

Mr. McKeen. You will note that the physicians are informed as 
to the care which has to be exercised in determining how and when 
to prescribe the drug and in observing and guarding against possible 
adverse reactions. 

This wide dissemination of the package insert was followed by dis- 
tribution of a pamphlet entitled “Report on Diabinese.” This con- 
tained information with respect to chlorpropamide on its chemistry, 
pharmacology, comparative potency and duration of effect, clinical 
studies, indications, patient selection, dosage, side effects, precautions 
and contraindications. Approximately 160,000 copies of this report 
were put in the hands of our detailmen for delivery to and discussion 
with the doctors in their respective territories. 

May I submit this for recording in the record, please? 

Senator Kerauver. Is that included in the Journal of the American 
Medical Association ? 

Mr. McKeen. It was handled in both ways. You can use the one 
if you wish, sir. Let’s take that as the exhibit if you will. I was 
going to refer to that next. I think it is probably the same publi- 
cation. 

(At this point, Senator Dirksen left the hearing room.) 
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Senator Keravver. We will make this exhibit 335 and it will be 
filled with our record but not copied into the transcript. 

(Exhibit No. 335 may be found in the files of the subcommittee. ) 

Mr. McKeen. The 160,000 copies that I referred to were the ones 
~_ our professional service representatives used in detailing the 

octor. 

Senator Keravuver. Do I understand that in the Journal of the 
American Medical Association of November 22, 1958, this report was 
included in this form ? 

Mr. McKeen. Thank you very much for calling that to our atten- 
tion, that is correct. 

Senator Keravuver. Is that the way it was done? 

Mr. McKeen. Yes. 

Senator Keravuver. And it was included just in this fashion ? 

Mr. McKeen. Yes, just as you see it here. That is an actual issue 
of the magazine itself, and I think many of the doctors utilized it by 
tearing it out and probably filing it. 

But we attempted to use as objective a method as possible in pre- 
oom it in a factual and scientific manner, in view of this new 

rug. 

eeaies Keravver. All right, sir. 

Mr. McKeen. Our sales force was fully educated on the drug. The 
headquarters group of Pfizer Laboratories held two meetings with 
the district and regional managers, and the medical aspects of diabetes 
and its therapy and the use of chlorpropamide were fully explained 
by physicians. 

Following these meetings, study courses were held for the repre- 
sentatives and they were thoroughly trained in the medical aspects 
of diabetes and chlorpropamide therapy. In addition, detailed reports 
were distributed for further study and reference, to these detailmen 
and there has been as there is with all companies in this business a 
continuous program of constant education of the detailmen to the 
very latest available information on drugs for their use in detailing 
the doctors. 

Another publication which was widely distributed to doctors in 
November 1958 was a professional information booklet. This booklet 
contains information of the kind set out in the other publications to 
which I have referred. It was mailed to over 170,000 doctors. 

Here is a copy of the booklet, which I would like to have made a 
part of the record. 

Senator Kerauver. That will be Exhibit 336. Do you feel that 
this should be printed ? 

Mr. McKeen. Not necessarily, Senator, because it probably dupli- 
cates some of the other information that you have. 

Senator Kerauver. Very well, it will be filed with our record as 
Exhibit 336. 

(Exhibit No. 336 may be found in the files of the subcommittee.) 

Mr. McKeen. Thank you, Senator. I would like to call attention 
though to the fact that this is in such a form you will notice it en- 
courages filing with the black portion on the outside indicating to 
the doctor that it is available for filing. It was designed to be filed 
in the containers that he ordinarily uses. The table of contents of 
this professional information brochure contains, No. 1, the introduc- 
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tion, No. 2, the chemistry, No. 3, pharmacology, 4, comparative po- 
tency and duration of effect, 5, clinical studies, 6, indications, 7, patient 
selection, 8, dosage, 9, side effects, and 10, precautions and contra- 
indications. 

From the material which I have described, I think it is fair to say 
that by the time chlorpropamide became generally available to the 
medical profession, every doctor in the United States who would be 
interested in the product had received in several different forms full 
particulars as to its advantages and as to the cautions which should 
be exercised in its use. 

In addition, the company supplied physicians throughout the coun- 
try with kits containing bottles of 20 chlorpropamide tablets along 
with a summary of the procedures and cautions recommended for 
use in starting patients on chlorpropamide therapy. 

I don’t know how you wish to handle this, but there were many 
thousands of these distributed. 

Senator Kerauver. We will make the whole package No. 337 and 
it will be filed with our records. 

(Exhibit No. 337 may be found in the files of the subcommittee. ) 

Senator Keravuver. It contains some pamphlets inside the package. 
There seems to be everything in here except tablets. 

Mr. McKeen. Sorry, Senator. Mine is without tablets too. We 
can take some from this other sample. 

I will be glad to provide them if you give me a prescription, Senator. 

Senator Kerauver. I hope I don’t have to take any of them. 

Mr. McKeen. I hope not too, if your parents did not have diabetes, 
why you probably don’t have to worry about it. 

Senator Kerauver. All right. 

Mr. McKeen. May I just call attention to the inserts in this kit? 
One is the recommended procedure for physicians in starting diabetic 
patients on Diabinese. Then it gives a recommended procedure. The 
other is a card for the physician to*hand to the diabetic patient, and 
it says: 


I am a diabetic. If unconscious or behaving abnormally I may be having 
a reaction associated with diabetes or its treatment. If I can swallow, give me 
sugar, candy, fruit juice or another sweet drink. If I can’t swallow or if 
recovery does not take place promptly, call a physician or send me to a hospital 
at once. 

Then on the reverse side is room for the physician’s name, and so 
forth. Then there is a chart that the patient uses to record his daily 
testing of his urine, Diabinese dosage and urine test record. I would 
call your attention to the bottom of the chart that says “Caution” 
and mind you this is for the patient : 


Diabetic patients must adhere rigidly to their physician’s instructions regard- 
ing dosage of medication and time of testing for urine sugar, in case of weak- 
ness, nervousness, sweating, headache, take candy, sugar, orange juice or other 
sweetened drink and notify your physician at once. 

And the other is a booklet that was prepared by our medical depart- 
ment for possible handing to the patient by the doctor. I might say 
all of this material that I have shown you is at the option of the 
doctor, whether he presents it to his patient or not. 
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Would you wish that bottle to be filled with tablets, Senator? 

Senator Kerauver. No, we will take the other bottle you have. 

Mr. McKeen. Another method used by Pfizer in bringing useful 
information to physicians is through the publication of Spectrum, a 
magazine published monthly in 16 languages and distributed to doctors 
throughout the world without charge. 

During the last 2 years, a number of articles dealing with various 
aspects of the treatment of diabetes have been published in this 
journal. Their titles are “Childhood Diabetes,” “The Management of 

regnancy in the Diabetic Patient,” “Acute Hypoglycemia-Emergen- 
cies in Practice,” “Infections in the Diabetic,” and “Insulin Resist- 
ance.” I would like to file these issues as exhibits. 

Senator Kerauver. The five issues of Spectrum will be grouped 
together and filed as exhibit 338. 

(Exhibit No. 338 may be found in the files of the subcommittee. ) 

Mr. McKeen. Thank you, sir. 

In addition to the complete information given to physicians by 
Pfizer, the Council on Drugs of the American Medical Association 
published its report on chlorpropamide in the January 2, 1960 issue 
of the Journal of the AMA. This is a thorough evaluation of the 
drug, and I ask that the report be made part of the record. 

Senator Kerauver. Yes, we will make this part of the record as 
exhibit 339. 

(Exhibit No. 339 may be found on p. 11300.) 

Mr. McKeen. From everything I have said here it should be clear 
that prior to introduction, exhaustive studies had been made and re- 
ported upon. 

We had detailed reports on the chemistry and pharmacology of the 
drug. We knew its activity, its rate of excretion, its possible mecha- 
nism of action, its rate of absorption, its utilization in the body, its 
metabolism, and its side effects. 

This knowledge was given to physicians in a number of forms many 
of which I have demonstrated to you today. 

Another American pharmaceutical company also conducted clinical 
investigations of the drug, and filed a new drug application containing 
the results of treating 421 patients. 

Conclusions given in the application were as follows: 

There was no clinical or laboratory evidence of toxicity in this series. Side 
effects (8.7 percent) were all minor. No cases of jaundice were reported. 

Since chlorpropamide has been safely administered to subjects with a variety 
of complicating illnesses without apparent harm, no absolute contraindication 
for therapy is mentioned in the product literature. A caution against the use of 
the drug in hepatic or renal disease is included however. 

Senator Keravuver. For the record at this point, what was the 
pharmaceutical company that you refer to as another American 
pharmaceutical company ? 

Mr. McKeen. That other company was Eli Lilly & Co. of Indi- 
anapolis, the producers of insulin. 

Senator Keravver. All right, sir. 

Mr. McKeen. One of the producers of insulin at least. 
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Furthermore, after the product had been on the market for about 
6 months, a survey was conducted of those who had engaged in the 
clinical program to determine their further observations based upon 
their continued use of the drug. 

Data was obtained from reports on 3,600 patients. We are continu- 
ing to keep in close touch with physicians using chlorpropamide. 

In addition to the type of information which I have described, 
Pfizer has published a number of advertisements, some in medical 
journals and some for direct mailing to doctors. These advertise- 
ments, which usually advised the doctor that full medical information 
of the type that I have previously shown you in that voluminous ma- 
terial, was available on request, were designed to remind them of 
chlorpropamide and to stimulate their interest in studying the product. 

All such advertisements were reviewed and approved by physicians 
on our staff in accordance with our regular policy. These advertise- 
ments do not of course contain all the information which a doctor 
needs to decide precisely when, where, and how he should use chlor- 
propamide. A physician would describe a new drug for a condition 
as difficult as diabetes only after thoroughly reviewing the available 
medical literature and on the basis of his medical knowledge of the 
patient and the disease. 


EXPERIENCE WITH CHLORPROPAMIDE 





Chlorpropamide has been marketed since November 1958. Precise 
figures are not available as to the number of persons who have re- 
ceived chlorpropamide therapy, but it is estimated that the number 
is over 60,000 patients. 

Experience has shown that in a substantial majority of selected pa- 
tients chlorpropamide has been effective in controlling hyperglycemia. 
It is more convenient to administer than insulin and obviates the difli- 
culties arising from frequent hypodérmic injections. 

Senator Kerauver. We will continue on until you have finished 
your statement. It has been agreed that there will be no objection 
to our meeting this afternoon. 

So when we recess shortly, we will return at 2: 15. 

Mr. McKeen. Thank you, sir, it is also more convenient than the 
other oral antidiabetics because it is not thrown off so rapidly in the 
bodily excretions and therefore can be taken in less frequent doses, 
Because of its slower rate of excretion and the fact that it is not 
inactivated metabolically, chlorpropamide has a longer duration of 
action, thereby permitting smoother control. This is in contrast to 
those oral antidiabetic agents with a shorter duration of action in 
which the amount of drug in the bloodstream fluctuates more widely. 
This longer duration of action also permits control with a single 
daily dose, another convenience to the patient. 

Chlorpropamide’s effectiveness is greater than that of tolbutamide 
and permits small dosage units. Indeed experience has shown that 
dosages of 0.5 gram per day or less of chlorpropamide will ordinarily 
give effective control whereas it was first thought that dosages of up 
to 1 gram per day might occasionally be necessary. 
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Dr. Hamwi this morning has indicated that he has a large body 
of his patients on amounts varying from 150 to 250 millimeters per 
day. It has proven to be svegatinly effective in treating patients 
who have been secondary failures with tolbutamide and to a some- 
what lesser extent with those who have been primary failures. (Pri- 
mary therapeutic failures are those in which the drug fails to control 
the disease during the initial treatment period. Secondary failures 
are those which a response is achieved for a month or more and then 
the patient becomes nonresponsive even though the dose is increased.) 

This is not to say that chlorpropamide will be effective, or ought to 
be used, in all cases. For juvenile type diabetes or diabetes which is 
complicated by acidosis, diabetic coma, infections, severe trauma, or 
major surgery, chlorpropamide is not effective and is not recom- 
mended. 

It is contraindicated in patients with serious impairment of renal 
or thyroid functions, or with hepatic dysfunctions, or with uncoopera- 
tive patients. 

The problem of hypoglycemia must be carefully guarded against 
in the use of this drug, as in the case of other antidiabetics. As I 
have pointed out in referring to insulin therapy, the correction of a 
condition of hyperglycemia may go so far as to produce an equally 
severe condition of insufficient blood sugar levels. 

Something similar to insulin shock may develop in some instances 
from the use of chlorpropamide and for this reason caution is recom- 
mended particularly during the early period of establishment of dos- 
age. This is a problem which is inherent in the treatment of diabetes 
and which is thoroughly impressed upon medical students in the 
course of their training. : 

As any doctor would tell you too much care cannot be used in the 
selection of patients or in prescribing and regulating the dosage of 
insulin in the treatment of the disease. 

The same holds true for chlorpropamide or any of the oral drugs 
used in treating diabetes. 

Accurate regulation of dosage is necessary to avoid side effects that 
may vary from mild to severe. 

A close physician-patient relationship is essential, especially so dur- 
ing the first weeks of therapy. 

Our chlorpropamide brochure cautions as follows: 

During the initial control period with diabinese the patent should be fol- 
lowed carefully by his physician, and for the first month report at least once 
weekly for physical examination and urine and/or blood examination for glu- 
cose and for evaluation of effectiveness of diabetic control. Other laboratory 
tests during this initial period should be done at the discretion of the patient’s 
physician. Although during the early phases of diabinese therapy (after the 
first month) the physician should see the patient on diabinese at least once a 
month for the above physical and laboratory examinations, subsequent followup 
visits can be made at more widely spaced intervals depending on the patient’s 
other associated problem. 


The brochure also states : 


Careful medical supervision of the patient with diabetes mellitus should be 
maintained. It is up to the physician to educate his patient to recognize the 
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symptoms of impending hypoglycemia, to continue his good dietary and hygienic 
habits; and not to permit the developmentof careless behavior which would re- 
sult in serious consequences and treatment failure. 


A clear and concise summary of the properties of chlorpropamide 
are set forth in the next “Treatment of Diabetes Mellitus” in a chap- 
ter written by Dr. Alexander Marble and Dr. Leo Krail as follows: 


It (chlorpopamide) is a potent hypoglycemic agent which lowers the blood 
sugar in the same type of subjects and under the same conditions as cartub- 
amide and tolbutamide. The effective dose is smaller than that of tolbutamide, 
ranging from 0.25 to 0.5 gram daily. Absorption of the drug from the gastro- 
intestinal tract is prompt but its rate of disappearance from the blood and its 
excretion from the urine are much slower than for tolbutamide. Daily doses 
larger thain 0.75 gram are to be avoided lest unwarranted accumulation of the 
drug occur. With higher doses, certain untoward effects are seen at times in- 
cluding muscular weakness, malaise, skin rashes, gastrointestinal disturbances, 
jaundice, and prolonged hypoglycemia. Consequently the dosage requires care- 
ful supervision and is best kept at 0.5 gram or less daily (p. 304). 


In discussing the type of jaundice that has occurred on rare oc- 
casions during the administration of chlorpropamide, Dr. Hans Pop- 
per testified as follows before the subcommittee : 

This condition was never quite well understood by physicians and has more 
frequently come to medical attention as a result of the wide use of several re- 
cently developed drugs. These drugs are not related chemically. The most 
common recent example is chlorpromazine or Thorazine, a so-called tranquiliz- 
ing drug. One to two percent of patients taking this drug develop jaundice, 
and almost the same holds true of a recently used relative of a male sex hor- 
mone, norethandrolone or Nilever. 

Other drugs have been associated with only sporadic cases. However, recently, 
several instances of such jaundice are found following the administration of the 
antidiabetic drug chlorpropamide or Diabinese. It should be emphasized that 
the so-called cholestatic type of jaundice is usually mild and self-limited. The 
patients are not severely ill and only very few fatalities have been reported. 

The data which continues to accumulate on Diabinese bears out the 
significant contribution it is making to the control of diabetes. Much 
more research is needed in this field. Perhaps some day a drug may 
be discovered that will do more than merely control blood sugar levels 
and will effectuate a cure for this disease. We hope that the research 
and scientific understanding brought about by the advent of chlor- 
propamide and other oral antidiabetic agents will hasten the develop- 
ment of such a product. 

And you can rest assured, Senator, that we will continue our re- 
search efforts to bring about a better drug if it is at all possible for us 
to do it, or to bring about a drug that might result in a cure, as Dr. 
Upjohn has indicated to you yesterday. This is the dedicated ap- 
proach that the members of his industry use to a disease that is not 
licked as yet. We don’t give up until we either find out how to do it 
or know there is a very good reason why we can’t, and know why we 
can't. 

E. Prices: For greater flexibility in dosage, Pfizer sells chlorprop- 
amide in both 250-milligram and 100-milligram tablets. Our price 
for a bottle of 60 of the 250-milligram tablets is $4.32 to wholesalers. 
Although we have no control over the prices charged by wholesalers 
and retailers, our market surveys indicate that wholesalers usually re- 
sell this package size to retailers for about $5.40 and that its average 
price to the patient is roughly $9 per bottle, or about 15 cents per 250- 
milligram tablet. 
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The expense to the patient of chlorpropamide therapy is therefore 
obviously low. Within the daily dosage range recommended by 
Pfizer—from 100 to 500 milligrams—it would only be about 7 to 30 
cents per day. Thus, many patients can obtain effective control of 
their diabetic condition for no more than the price of a package of 
cigarettes per day and sometimes as little as the cost of an airmail 
stamp. 

These prices were established with the purpose of making the cost 
of chlorpropamide therapy competitive with insulin and less ex- 
pensive than tolbutamide, which was the only other oral diabetic drug 
on the market when we introduced chlorpropamide, 

Based upon clinical reports of the relative potencies of chlorprop- 
amide and tolbutamide, patients on chlorpropamide therapy may 
expect a saving of at least 20 percent and in many cases as much as 50 
percent. 

I would file for the record, Senator, a chart “Daily Cost of Hypo- 
glycemic Therapy.” 

Senator Keravuver. That will be printed in the record as exhibit 340. 

(Exhibit No. 340 follows:) 
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Mr. McKeen. Our detailmen are instructed to inform physicians 
about the prices of chlorpropamide at various dosage levels and in 
comparison with prices of other products used in treating diabetes. 

I’. Profits: Any consideration of costs and profits must take into 
account all the expenses of doing business and not merely the bare 
costs of material and manufacture. For example, research and de- 
velopment, quality control, shipping and warehousing, informational 
programs, selling, advertising, promotion, administration, deprecia- 
tion, and taxes are essential to the conduct of the business and must be 
paid for. Some expenses are directly chargeable to the product; 
others must be allocated in order to determine profits on a particular 
product. We have made such a determination of chlorpropamide 
costs and expenses, allocating indirect costs, as best we could, Senator, 
on a sales basis, and have ascertained that Pfizer’s net profit on the 
product during 1959 was one-half cent per tablet. 

Senator Kerauver. Mr. McKeen, do you have a cost breakdown of 
particular products? 

Mr. McKeen. Do we, sir? 

Senator Kerauver. You do apparently by what you have fur- 
nished here. 

Mr. McKeen. It is made up specially for this committee, Senator. 
We knew that you were interested in this sort of matter, so we did the 
best we could in trying to allocate manufacturing costs and then, in 
turn, trying to allocate other costs on top of that. I don’t feel that I 
can vouch for the great accuracies of this. This is the best we could 
with the limitations of our accounting system under which we work. 

Senator Keravver. All right. 

Mr. McKeen. In order, Senator, that I may visually demonstrate 
to you the importance of this low profit on Diabinese, I would just 
like to show you the dosage here of 30 tablets, 1 month’s requirements, 
and it is a single tablet, Senator, on which we make our profit of about 
15 cents per month. The other 29 tablets are what the patient pays 
for to control his diabetes, particularly of the adult onset type. 

Senator Keravver. All right, sir. 

Mr. McKeen. We will pass this up to you, Senator. 

I would like to submit another chart entitled “Economics of the 
Diabinese 250 milligrams tablet” that show what is the profit per 
tablet. At the top of it it indicates that the patient pays per tablet, 
when the patient buys the product. This is an approximation. 

The next item is for distribution and dispensing by the others other 
than Pfizer. That is the wholesalers and the druggists who do the 
dispensing, 7.7 cents, leaving for Pfizer 7.3 cents. ‘This estimate that 
we have made for you shows that our cost and expenses during 1959 
were about 6.8 cents, leaving the net profit per tablet to Pfizer of 
about one-half cent, Senator. 

Senator Keravver. This will be exhibit 341. 

(Exhibit No. 341 follows:) 
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Mr. McKeen. Since the subject of prices and profits has been dis- 
cussed generally in hearings before the subcommittee I would like 
to add a few words of a general nature. This question of drug prices 
is being raised during a time of creeping inflation when the prices 
of most other goods and services are on the rise. We at Pfizer share 
the general concern over rising prices and we have good reason to 
feel this way. The costs of our materials, salaries and wages, and 
equipment have gone up throughout the postwar years while prices 
in the markets we serve have remained steady or have actually de- 
clined. 


The aiage levels at which we are selling drug products are lower 
today than ever before. 

This is very important, Senator, if the prices of 5 years ago still 
prevail, the company’s profits in 1959 would have been more than 
doubled, if we had on the volume of production during 1959, if we 
had had the prices of 1954. I would Fike to present for you a chart 
which shows the index of Pfizer prices received for our manufactured 
products. 

Senator Keravuver. Before we identify this chart you just re- 
ferred to, during the noon recess will you and some of your people 
refer to chart 341, the previous one, “Economics of Diabinese”, with 
Pfizer’s costs and expenses. I am sure you must have the production 
cost of a 250-milligram tablet in making up your costs and expenses. 
Would you break that down and give us what your production cost is? 

Mr. McKeen. I will look at it, Senator, and talk with my associates. 
Frankly, I would doubt whether we do have it broken out, but we 
will check and see for you. 

Senator Krerauver. The problem of allocating indirect costs is not 
present in getting your computed production cost. We would like 
to have your simple production costs. 

Mr. McKeen. I am informed that there are also problems involved 
in getting allocations in the manufacturing costs for a single product 
where we operate a very large plant, in which there are hundreds of 
products being seeeedl: 

Senator Kerauver. You have done it here. You have broken down 
your costs as to a 250-milligram tablet, and so just in building this up, 
you must have had your production cost. That is what we would 
like to have you give us when you come back. 

Mr. McKeen. I will talk, as I indicated, Senator, with my asso- 
ciates and we will discuss it. 

Senator Kerauver. We have difficulty in estimating it because you 
make your own material. You don’t buy it from somebody else ? 

Mr. McKeen. We do produce our own material, that is right, sir. 

Senator Keravver. All right, sir. Then the index of prices re- 
ceived will be made exhibit 342. 

(Exhibit No. 342 follows:) 
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INDEX OF PRICES RECEIVED 
FOR MANUFACTURED PRODUCTS 


“CHAS. PFIZER & CO.,INC 


1951 -1959 
(1951 = 100) 


52 53 55 


paced ON DATA SUBMITTED TO TARIFF COMMISSION 
Method: Chain-link of Laspeyres or base year aggregate of relatives. 


Mr. McKren. The method used for the preparation of this chart 
was the base year aggregate of relatives which the economists tell me 


is a recognized method of doing this. I don’t know anything about 
that, Senator. 

Senator Kuravuver. Say that again? 

Mr. McKeen. They say this chart was based on what they call 
the base year aggregate of relative, Chain-link of Laspeyres, or base 


year aggregate of relatives. 

I think you have had a chart of two previously based on these 
calculations. It uses 1951 as the base year at 100 percent. 

Senator Keravuver. Will you also give us the details of the mate- 
rials on the products you are talking about; the sources and prices 
which go into making up this chart? 

Mr. McKeen. I will do the best I can to get them, Senator. I 
had nothing to do with its preparation. 

Senator Kerauver. Somebody had to have them. 

Mr. McKzen. I think so. I am just the working president. I 
will ask some of the other fellows. 

Senator Krrauver. You have many of your people here to deter- 
mine it for us. 

Mr. McKeen. OK. 

The company has been faced with a steady decline in its rate of 
profits. In almost every year since 1946 we have seen our profit 
margin grow smaller as the cost of doing business mounts. Last 
year our net profit after taxes was 9.8 percent of sales. I submit 
that this is a reasonable return which is vital to the healthy growth 
of a research-oriented enterprise. 
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Now, may I refer to some of the charts, Senator, and file them 
for you? One isa chart on the net earnings to total capital and sales, 

Senator Krrauver. We will make this exhibit 343. 

(Exhibit No. 343 follows :) 


NET EARNINGS TO TOTAL 
CAPITAL AND SALES 








PERCENT 
CHAS. PFIZER & CO., INC. 
24 (CONSOLIDATED) 
1949 @& 1959 


22 
20 
"NET EARNINGS 
TO NET WORTH 
18 e 
16 °, 
14 TO TOTAL CAPITAL 
i2 NET EARNINGS 


TO SALES 


0 
‘om ‘SO ‘S) ‘52 ‘53 ‘54 ‘55 ‘56 ‘5? «86'5SA 59 
YEAR 


Mr. McKeen. On the basis of total ns our net earnings are 
at 13.6 percent. As I indicated, on the basis of our sales our net 
earnings are at 9.8 percent. 

Senator Kerauver. That is the one on net earnings. 

Mr. McKeen. Net earnings to net worth, which does not include 
all of the money that we owe, Senator, is 16 percent. 

Senator Kerauver. The chart “Net Earnings to Total Capital and 
Sales,” will be exhibit 348. The chart, “Net Sales, Net Earnings, 
and Total Dividends,” will be 344. 
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(Exhibit No. 344 follows:) 


MILLIONS 


260 NET SALES 
240 NET EARNINGS & 
TOTAL DIVIDENDS 


CHAS. PFIZER & CO., INC. 
(CONSOLIDATED) 
1950 & 1959 NET SALES 


NET EARNINGS 


TOTAL DIVIDENDS 


1950 = 1951 1952 1953 = 1954S 1955 «1956S 1957 195819859 
YEAR 


Mr. McKeen. And the final chart, if I may file it, is the net sales 
net earnings and total dividends of our company from 1950 to 1959. 

Senator Knrauver. That is 344. 

Mr. McKeen. It shows that our sales started in 1950 at about $60 
million and went up last year to 253. It shows that our net earnings 
were somewhat below 20 at that time. Last year they were reported 
at 24.8, and last year’s dividends 13.2. So again I submit to you, 
that this is a reasonable ratio of net earnings and dividends to total 
sales for this past period of 10 years or so. 

Now, Mr. Chaiztom, this concludes my remarks. I should like to 
thank the subcommittee for its patience and courtesy. 

Mr. Drxon. Mr. McKeen, supplementing what the chairman asked 
you for on these two charts, 343 and 344— 

Mr. McKeen. May we just mark those so we have the same marking 
as you have, sir? 

r. Dixon. We would assume this is on your total business, which 
I would understand includes commercial chemicals and everything 
else ? 

Mr. McKeen, The 253 million? 

Mr. Drxon. Yes, sir. 

Mr. McKeen. That is total Pfizer business, that is right, sir. 

Mr. Dixon. We would like to have that broken down so that we can 
be talking about ethical drugs here. Can that be done? 

Mr. McKeen. I would doubt it very much, sir. 

Mr, Drxon. All right. 

Senator Krrauver. See, if you can, because if you take your chemi- 
cals out, that will leave drugs and give us the breakdown on drugs. 
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Mr. McKeen. I will talk with our accountants, Senator, and see if 
it is possible to do that accurately. I doubt it. 

I think there would still have to be considerable assumptions made. 
We can give you the approximate percentage of what we report as 
chemicals as part of our business and what is agricultural material 
and what isdrugs. That wecan give you. But asto the exact break- 
down beyond that point, I doubt if we can go. 

Senator Kerauver. You appreciate the fact that a company like 
yours—or Olin Mathieson or American Cyanamid—is in several dif- 
ferent kinds of businesses other than ethical drugs, and it is not a 
very meaningful picture to bring in all of your products. American 
Cyanamid and American Home separated their ethical drug business 
from the others. I am sure you must have that breakdown, so you 
get it up for us while you are here. 

Mr. McKeen. Let me talk to our people, Senator. I will do that. 
As I have indicated to you, it will be necessary for me to review these 
questions that you have asked with our people, and we will do the best 
we can. 

i But much of this is on the basis of estimations, allocations, and so 
orth, 
i Senator Kerauver. We want the basic figures, the best specific 
ures. 

Mr. McKeen. It may be, Senator, for competitive reasons that we 
would very much prefer not to, but we will look into the subject you 
have advised us on here and let you know. 

Senator Kerauver. Very well, you look into it and report back 
to us. 

Mr. McKeen. Thank you very much for your patience, sir. 

Senator Krerauver. We will stand in recess until 2:15. 

(Whereupon, at 12:30 p.m. the hearing was recessed until 2:15 p.m. 
of the same day.) 

AFTERNOON SESSION 


Present: Senators Kefauver and Wiley. 

Senator Kerauver. The committee is very glad to have Senator 
Keating of New York, present. He wanted to be here this morning, 
but was delayed. We will be glad to hear you now, Senator Keating. 


STATEMENT OF HON. KENNETH KEATING, U.S. SENATOR FROM 
NEW YORK 


Senator Kratine. Mr. Chairman, I apologize for not being here 
at the opening of iz hearing this morning. The planes were pretty 


bad getting out of New York. I just got in a few minutes ago. The 
purpose of my being here was to formally introduce to the committee 
the president and chairman of the board of directors of the Charles 
Pfizer Co, of Brooklyn, Mr. John E. McKeen and his associates, 

Mr. McKeen heads one of the oldest and largest firms in the State 
of New York. His company employs over 18,000 people and has 
more than 60,000 shareholders located all over the country. In the 
State of New York his company employs in Brooklyn and Manhattan 
some 8,000 people. As an indication of the broad ownership of the 
company, I understand that no one stockholder in this company 
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holds more than 2 percent of the total outstanding shares. The main 
operation of the company has been based in Brooklyn since it was 
founded more than 100 years ago, and it continues to be a vital part 
of the economy of this area which is the principal reason for my in- 
terest in this company and in the members connected with it. 

Mr. McKeen has been asociated with the company throughout his 

rofessional career. He is one of the distinguished citizens of the 
Btate of New York, and as the subcommittee may already have 
learned, he has a reputation for being very thorough, and I am sure 
that you will get a full and complete response from him as to any 
questions which the subcommittee may wish to ask. 

It is a great pleasure to me to present him and I known that he will 
receive every courtesy from you, Mr. Chairman, and from your col- 
leagues on the subcommittee and the members of your able staff. 

Senator Keravver. Thank you very much, Senator Keating. We 
are glad to have you here. Your able administrative assistant, Milton 
Eisenberg, was here, and acted for you in introducing Mr. McKeen. 

Senator Kratrne. I appreciate the courtesies extended to Mr. 
Eisenberg too, Mr. Chairman. . 

Senator Kerauver. Our witness is Dr. Alexander Marble of the 
Joslin Clinic of Boston. Dr. Marble, it is good to have you with us. 

Dr. Marsiz. Thank you. 

Senator Keravuver. Dr. Marble, I have a short biographical sketch 
which will be put in the record. 

Dr. Marble received his degrees from the University of Kansas and 
Harvard University. He interned at Johns Hopkins, was a resident 
in medicine at Massachusetts General Hospital, and a traveling 
fellow at the Harvard Medical School. Since 1932 he has been 
practicing medicine in Boston. Dr. Marble is associated with the 
Joslin Clinic which is the foremost diabetic clinic in the United 
States. He is often referred to in medical literature, particularly 
on the subject we are discussing here. He is an eminent authority. 

Be document referred to may be found on p. 114389.) 

enator Kerauver. We appreciate your taking the time to testify, 
Dr. Marble. 

Dr. Marste. Thank you, sir, it is a pleasure to do so. 

Senator Keravver. We have your statement. Handle it in your 
own way. 


STATEMENT OF DR. ALEXANDER MARBLE, JOSLIN CLINIC, 
BOSTON, MASS. 


Dr. Marnie. May I ask, Senator, since there has been a good deal 
of this material covered in the discussion, should I read my state- 
ment as it is now printed or should I Jeave out certain portions of it? 
I don’t want to bore anyone here by going over the same ground. 

Senator Krerauver. Doctor, some parts of the subject matter in 
your statement have been covered. Any part that you don’t read 
will be printed in the record as if read. We are not at this hearing 
going into biguanides which ae discuss beginning on page 2, so you 
might omit reading that, although it will be printed. 

Dr. Marstz. Then I will proceed, if it is your pleasure. And I 
will delete certain portions. 
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At present, three oral hypoglycemic agents are available for general 
use in the United States. These are as follows: 

1. Sulfonylurea compounds, in which we are interested today. 

These include as you know (a) tolbutamide (Orinase (R)); (6) 
chlorpropamide (Diabinese (R)). 

2. Biguanide ere Phenethylbiguanide (DBI (R)). 

The two classes of compounds—the sulfonylureas and the biguan- 
ides—are not related chemically. Furthermore, available evidence 
indicates that the mode of action in lowering the blood sugar is quite 
different. 

Since the discovery of insulin in 1921 and the demonstration that 
health and long life are possible for persons with controlled diabetes, 
patients have longed for a preparation which would be effective when 
taken by mouth, thereby eliminating the need for daily injections. 
It was early found that insulin exerts no significant or constant in- 
fluence on the blood sugar when taken orally even though protected 
from digestion in the stomach (1).* 

Over the years, various substances have received both formal and 
informal trial in an attempt to find an effective, and yet safe agent. 
Synthalin, a decamethylenediguanidine, was used with sizeable num- 
bers of patients some 30 years ago (2), but was abandoned when it 
became evident that its use might cause damage to the liver (3). Ex- 
tracts of herbs, vegetables and other plants have long been used in 
various parts of the world and by various peoples for their supposed 
beneficial effect in diabetes (4). None of these has stood the test of 
time and close scrutiny. 

Sulfonylureas: It was therefore with considerable skepticism that 
those working in this field heard in 1955 reports from Germany that 
certain sulfonamide-related compounds exerted a hypoglycemic effect 
definite enough to be helpful in the treatment of certain selected dia- 
betic patients. 

Throughout this discussion I shall emphasize the word “selected” 
in speaking of diabetic patients. : 

Actually such a blood-sugar-lowering action had been pointed out 
by Janbon (5) and Loubatieres (6) and their coworkers in Mont- 
pellier, France, as early as 1942. Furthermore, these investigators had 
continued to carry out studies, chiefly in animals, along these lines, 
using in their early work sulfa-isopopylthiadiazol (2254 RP). 

Somewhat later, Chen, Anderson, and Maze (7) inthe United States 
found that sulfanilimado-cyclopropylthiazole lowered the blood sugar 
in rabbits. 

However, these studies did not attract a great deal of attention and 
it was not until 1954 that much in a practical way came from the in- 
vestigations on the sulfonamides as hypoglycemic agents. 

We are therefore talking about an experience which is barely 6 
years old. At this time in Berlin, Franke and Fuchs (8), while test- 
ing the antibacterial activity of a new compound designated as BZ 55 
(n.-sulfanilil-Nx-n-butylearbamid), found this agent to be hypogly- 
cemic and began clinical trials on diabetic patients. 


1A list of references follows the statement, p. 11138. 
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Biguanides: In 1929 it was reported that certain of the lower alkyl 
derivatives of biguanides (formamidinyliminoureas) were hypogly- 
cemic when administered orally (9). 

No significant, practical use was made of this fact, however, until 
in 1957 when Ungar, Freedman, and Shapiro (10) reported that one 
of these, phenethylbiguanide (DBI), given orally or parenterially 
lowered the blood sugar not only in normal guinea pigs, rats, rabbits, 
cats, and rhesus monkeys but also in rats, rabbits, and monkeys made 
diabetic by means of alloxan. 

Pomeranze (11) demonstrated the same effect in human diabetics. 
Krall (12) and Williams (13) and their associates corroborated this 
blood-sugar-lowering effect and observed that the biguanides were 
effective in a wide range of diabetics, although their use in higher 
dosage was attended frequently by side effects, chiefly anorexia, 
nausea, and vomiting. 

Contrary to the experience in the mid-1920’s with Synthalin, men- 
tioned earlier, no one has as yet reported any true tissue or organ tox- 
icity from phenethylbiguanide. The gastrointestinal side effects 
quickly subside with reduction in dosage or discontinuance of the 

rug. 
SULFONYLUREA COMPOUNDS 


Of the large number of sulfonamide-related compounds which have 
been prepared in an attempt to find a useful oral hypoglycemic agent, 
only a very few have proven to be safe and effective enough to war- 
rant clinical trial. The four agents which have been subjected to 
the widest investigation are described briefly below. 


Carbutamide (BZ-55): I speak of this because although as we 
shall see later its use was discontinued in the United States, that does 
not necessarily hold for other parts of the world. 

The compound BZ-55 used by Franke and Fuchs in the original 
studies has the structural formula shown in figure 1. It was soon 
found by German clinicians and amply confirmed by others that this 
agent lowers the blood sugar in normal individuals and in certain 
middle-aged and elderly persons with mild diabetes, particularly those 
with an insulin requirement which is below 40 units daily or more 
strictly below 20 units daily. It as well as other sulfonylurea com- 
pounds prepared to date (and this would include chlorpropamide), 
1s not effective in—— 

1. Children or those with onset of diabetes in childhood, regard- 
less of present age. 

2. Adults with the unstable, juvenile type of diabetes. 

3. Keto acidosis and coma. 

4. Infections, particularly if accompanied by fever. 

5. During and following major surgical operations. 

Furthermore, the sulfonylurea agents are not effective unless the 
—— follows carefully a diet which is restricted, especially in car- 

ohydrate (starch) -rich foods. 

Abundant data collected in Germany, the United States and 
throughout the world attest to the hypoglycemic effect of this com- 
pound in selected patients. 
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However during clinical trials conducted in the United States by 
a large number of physicians from the fall of 1955 to the fall of 1956, 
the incidence of toxic side effects was so high that the drug was with- 
drawn from further use. 

The untoward effects consisted chiefly of allergic skin responses, 
anorexia, nausea, vomiting, malaise, fever leukopenia, agranulocy- 
tosis and jaundice (14). 

(The chart referred to (figure 1) follows :) 


HoN SO> - NH - CO - NH - (CHp) 3 CH3 


CARBUTAMIDE (BZ 55) 


SO> —- NH - CO - NH - (CHo a CH3 


TOLBUTAMIDE (D860; ORTNASE(®)) 


S02 - NH - CO - NH - (CH) CH3 


CHLORPROPAMIDE (P 607; DIABINESE(R)) 


CHC 
SOp - NH - CO - NH-C Hp 
Neen? 


METAHEXAMIDE 


Fig. 1. STRUCTURAL FORMULAS OF FOUR SULFONYLUREA COMPOUNDS 
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Tolbutamide (Orinase (R)): Shortly after the advent of carbuta- 
mide, a related substance, D 860 (1-butyl-3-p-tolysulfonylurea) was 
introduced for clinical trial in Germany and later in the United 
States. This was given the name of tolbutamide and since June 
10, 1957, has been available for general use (15) in the United States 
on a physician’s prescription under the trade name of Orinase, As 
is evident from re 1, its structural formula differs from that of 
carbutamide in only one respect, the substitution of a methyl for an 
amino group in the para position on the benzene ring. This change 
results in three differences in pharmacological effect: 

(1) Tolbutamide is somewhat less hypoglycemic than carbutamide. 

(2) Itisnot antibacterial. 

3) Itis less toxic than carbutamide. 

hlorpropamide (Diabinese (R)): Late in 1957 there was intro- 
duced for clinical trial in the United States another sulfonylurea 
compound designated as chlorpropamide (1-propyl]-3-p-chloroben- 
zene sulfonylurea). It is a propyl rather than a butyl compound 
a has a chlorine ion in the para position on the benzene ring. (See 

Se ° 
et : a potent hypoglycemic agent which lowers the blood sugar in 
the same type of subjects and under the same conditions as carbuta- 
mide and tolbutamide. 

Absorption of the drug from the gastrointestinal tract is prompt 
but its rate of disappearance from the blood and its excretion in the 
urine are much slower than for tolbutamide. Overly large doses must 
be avoided lest unwanted accumulation of the drug occur and pro- 
longed hypoglycemia result. 

With higher doses, certain untoward effects have been seen at 
times. These include muscular weakness, malaise, skin rashes, gastro- 
intestinal disturbances, jaundice, and prolonged hypoglycemia. Con- 
sequently the dosage requires careful supervision. 

Methexamide: This sulfonylurea* was synthesized in Germany in 
1957. It was subjected to clinical trial in the United States during 
the later part of 1958 and the early part of 1959. 

Like chlorpropamide, its effect on the blood sugar is prolonged in 
contrast to the relatively short action of tolbutamide. Despite its 
effectiveness, it became necessary in June 1959 to withdraw metahex- 
amide from further clinical trial because of the occurrence in some 

atients of alterations of liver function accompanied at times by 
jaundice. 

Mode and site of action of sulfonylureas: The demonstration that 
certain sulfonylurea compounds exert a blood sugar lowering effect 
in normal] individuals and in certain diabetic patients has stimulated 
a great deal of research in an attempt to ascertain the mode and site 
of action of these agents. 

It was mysterious of course how taking a sulfonamide tablet could 
lower the blood sugar. 

Incidentally in the course of these investigations much interest has 
been aroused in the basic problems of diabetes including the nature 
of the defect and the method and site of action of insulin, which still 
are not perfectly understood after some 30-odd years. 

_ There is little or nothing to suggest that the sulfonylureas act by 
increasing the utilization of glucose by peripheral tissues, such as 
muscle, by means of a direct insulin-like action. 








— ae Trews OU CO 


ADMINISTERED PRICES 11133 


The bulk of evidence is in favor of the concept that the chief mode 
of action is that of stimulating the production and/or release of in- 
sulin from the beta cells of the oe of Langerhans of the pancreas, 

It seems quite definite that for a sulfonylurea compound to be effec- 
tive in man or animal, the subject must have a pancreas capable of 
producing insulin. In the absence of injected insulin, the sulfonyl- 
urea compounds do not exert a hypoglycemic effect in depancreatized 
man or animals. 

They are not effective in children with diabetes or in those patients 
with the juvenile, unstable type of diabetes. This is the type of dia- 
betic individual in whom probably there is retained little or no native 
capacity for the production or release of insulin. 

he older diabetic probably has a good deal of ability left to pro- 
duce insulin. For some reason he does not do it as well as he should. 
The younger person has lost almost entirely, if not entirely, his ability 
to produce it. 

feiffer et al. (16) have shown that following the administration 
of tolbutamide there is an increase in the amount of insulin in blood 
taken from the pancreatic vein. It would appear therefore that if a 
blood sugar lowering effect is secured following the giving of sul- 
fonylurea compounds this is due to insulin made in and/or released 
oe the subject’s own pancreas in response to stimulation by the 

rug. 

Such insulin finds its way first to the liver by means of the portal 
vein and since the amount of extra insulin secreted is relatively small 
one is able to demonstrate little or nothing in the way of metabolic 
changes in peripheral tissues such as muscle. 

It would appear also that- one effect of the sulfonylureas is that of 
inhibition of the synthesis or release of glucose from the liver, 

The liver of course is the only source of sugar in the blood. It is 
difficult to be sure how much of the hepatic effect is due to direct ac- 
tion of the drug and how much to the effect of insulin released from 
the pancreas in response to islet cell stimulation. 

Selection and treatment of patients with sulfonylurea compounds: 
It cannot be stated at the present time as to what the final judgment 
will be regarding the place of the sulfonylurea compounds in the 
treatment of diabetes. 

Prolonged use is required to discover, first, whether over years of 
time toxic effects other than those recognized to date, may result from 
their use and second, whether these agents will protect the diabetic 
patient, to a degree greater or less than does insulin, from the dreaded 
vascular and nervous system complications characteristic of long- 
term diabetes. 

Consequently they must be used with thought and caution and pa- 
tients must be kept under close observation. The following rules 
have been helpful in the use of the sulfonylureas (17). 

1. In general, the following patients should not be given tolbuta- 
mide or chlorpropamide; children and adolescents; adults with onset 
of diabetes in childhood and adolescence; and other adults with the 
unstable, juvenile type of diabetes with an easy tendency to keto- 
acidosis. Most patients under the age of 40 years and certainly those 
under the age of 30 years, are not good candidates. 
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2. With those patients over 40 years of age who have the maturity 
type onset of diabetes, the use of sulfonylureas may be considered if 
the daily insulin dose is less than 40 units and preferably less than 
20 units. With patients in this group who have not received insulin 
and who are not acidotic or acutely ill, an adequate trial of a re- 
stricted diet alone is indicated particularly if the patient is over- 
weight. If a diet is followed a body weight is lost, many patients 
need no oral agents. 

3. In those middle aged and elderly diabetic patients with whom 
satisfactory control cannot be sabnted by means of dietary restriction 
alone, selection for possible maintenance on sulfonylureas may be 
made by means of a therapeutic trial over a period of days or by a 
4-hour sulfonylurea response test. In patients who are receiving 
insulin, great care must Be taken in the transition period until it can 
be ascertained whether or not the patient will respond to the oral 
agent. 


Unless there is close and careful supervision, keto-acidosis may 
supervene. 

4, Careful and continuous observation of the patient over an in- 
definite period of time is essential. In patients using oral compounds, 
the urine should be consistently free from sugar and blood sugar 
values should approach normal. 


If this is not true, then the tablets should be stopped and treatment 
with insulin instituted. 

Dosage: Tolbutamide (Orinase (R)) is marketed in the United 
States in 0.5-gram tablets. The usual dosage range is from 1 to 4 
tablets daily. If one tablet is given daily, this is usually administered 
before breakfast. If more than one tablet is necessary a dose is given 
before breakfast and before supper or before each of the three meals. 

Divided dosage is indicated because of the relatively short duration 
of action of tolbutamide. One fact,is of great importance: If a dose 
of as much as 2, or possibly 3, grams a day is not effective, then larger 
doses will likewise fail. Apparently maximal stimulation of the 
pancreas may be obtained by no more than 2 or 3 grams a day. The 
writer limits dosage to 2 grams a day. 

Chlorpropamide (Diabinese (R)) is sold in the United States in 
100-milligram and 250-milligram tablets. Because of the prolonged 
action of the drug, it need be given only once daily. In responsive 
persons doses in the range of 100 to 250 milligrams daily appear to 
accomplish as much as larger amounts and it would be unwise to use 
doses greater than 500 milligrams daily lest prolonged hypoglycemia 
and possibly other untoward effects supervene. 

I would like to mention something of great interest to us and it 
may have some bearing on the problem as far as dosage. The general 
finding has been that if a diabetic patient is responsive to these 
tablets, a rather small dose will bring about the desired result. In- 
crease in dosage does not do any great good in contrast to insulin 
or many other drugs in which one can graduate the effect by giving 
larger and larger doses. That is not true of the sulfonylureas. 

Untoward and toxic effects: When considering a new treatment 
agent one must ask at least two questions: 1 Ga taM 

Does it work? Is it safe? From the foregoing discussion it is 
evident that in certain persons with diabetes the sulfonylureas do 








mee 


—— eh 


ADMINISTERED PRICES 11135 


exert a blood sugar lowering effect and so our first question can be 
answered with a qualified affirmative. ‘ 

As for toxicity, two sulfonylureas—carbutamide and metahex- 
amide—have been withdrawn from further clinical trial because of 
an incidence of toxic effects considered to be too high. On the other 
hand tolbutamide thus far also has shown itself to be remarkably free 
from important side effects. 5 

The position of chlorpropamide has been difficult to evaluate. It is 
true that at a conference held in New York City on September 25, 
1958, various side effects were reported but many of these, including 
weakness, malaise, and gastrointestinal disturbances, were no doubt 
related to the relatively large doses of chlorpropamide given in the 
early days of its use. 

Prolonged hypoglycemia, likewise, was usually related to overly 
large doses of chlorpropamide. In the past 1 to 114 years, chlor- 
propamide has been used in smaller doses with a reduction in toxic 
manifestations. 

There still occur occasional instances of allergic response to the 
drug manifested by a skin rash leading at times to jaundice. 

Such untoward effects almost always occur within the first 5 or 6 
weeks of use of chlorpropamide. 

If patients are watched closely during this period and the drug 
stopped at the first sign of hypersensitivity, further difficulty may be 
avoided, Even if frank jaundice occurs, this is almost always rever- 
sible and curable if the drug is stopped promptly. 

In the Annals of the New York Academy of Sciences (vol. 74, 
art. 3, pp. 407-1028, published Mar. 30, 1959), one finds in the various 
articles a record of the experience of many clinicians with a total of 
some 1,819 patients given chlorpropamide. Among these there were 
14 cases of Jaundice (0.77 percent). This was during an early period 
of clinical trial when large doses were often given. 

Since then only a scattering of cases of jaundice has been reported 
in the literature. Hence both as regards total cases treated with 
chlorpropamide and total cases of jaundice, published data of exact 
nature are lacking. 

May I digress to say that to my mind this is one of our greatest 
difficulties in this discussion. We have very little exact data as to the 
total number of cases, Although this morning one figure was men- 
tioned, I have not seen any tabulation of the total number of cases 
of jaundice since the symposium held at the new York Academy 
of Sciences. Such data are urgently needed if one is to evaluate this 
situation as regards toxicity. 

Senator Kerauver. If I may interrupt, you say there has not been 
an enumeration—— 

Dr. Marsue. No published summary. 

Senator Kerauver (contining). Of occurrences of jaundice. 
Shouldn’t that be the responsibility of the pharmaceutical company 
to secure the collection and tabulation of these experiences and give 
that information to the physician ? 

Dr. Marsie. That would be one way of handling it, sir. Such 
responsibility has, I think, never been firmly fixed in that way, but 
what you suggest has been done at times; yes. 
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_ Senator Kerauver. The Food and Drug Administration doesn’t do 
it. NIH doesn’t do it. I would think that there should be some clear- 
inghouse somewhere for the tabulation of experiences of adverse and 
side effects. I think you have made a very good suggestion. Other- 
wise, doctors won’t know about recent experiences. 

Dr. Marsiz. That’s right. 

Senator Kerauver. Somebody ought to accumulate these experi- 
ences, and I wonder whether that shouldn’t be the responsibility of the 
pharmaceutical houses making the drug? Do you think it should be? 

Dr. Marste. I think that they are very much interested in that, and 
I would not be surprised that they would have such in mind at this 
stage. I can’t say definitely. 

n the experience of the writer and his colleagues, which hasn’t been 
large, among about 200 patients given chlorpropamide there was one 
case of jaundice; that was benign jaundice, and recovery took place 
with discontinuance of the drug. This instance of jaundice occurred 
in June 1958 with no such cases subsequently. 

Biguanides: As has been emphasized earlier, the biguanides are not 
related chemically to the sulfonylurea compounds. Phenethylbigua- 
nide (DBI(R)), the drug now sold in pharmacies, has the chemical 
structure shown in figure 2. 

(The chart referred to (fig. 2) follows :) 
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PHENETHYLBIGUANIDE (PHENFORMIN; ppt() ) 


Fig. 2. STRUCTURAL FORMULA OF PHENETHYLBIGUANIDE (PHENFORMIN; pBI‘®)) 


At least three analogs of phenethylbiguanide have been subjected 
to clinical trial but not made available for general use. These allied 
compounds vary somewhat both as regards hypoglycemic action and 
untoward effects. 

Dosage: Phenethylbiguanide is marketed as DBI(R) in 25 milli- 
gram tablets. Administration is started at low level with only 2 or 3 
tablets daily, given in divided doses before meals. If tolerated, the 
dose may be increased gradually up to a total of 150-200 milligrams 
per day. 

Increase above this level is usually prevented because of anorexia, 
nausea, vomiting, and perhaps diarrhea. However, such side effects 
quickly subside on lowering of the dose or discontinuance of the drug. 
No lasting toxic effects have been encountered. 

Summary of clinical experience: Experience to date with phen- 
ethylbiguanide may be summarized as follows: 
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1. Phenethylbiguanide, taken by mouth, has a blood sugar lower- 
ing effect in certain diabetic patients of all ages. This does not mean 
that such an effect is obtained in all patients or that the effect is neces- 
sarily sufficient to maintain the blood sugar at a normal level. 
Strangely, phenethylbiguanide does not lower the blood sugar of nor- 
mal human subjects. 

2. In children and in adults with the unstable, juvenile type of 
diabetes, phenethylbiguanide, in responsive subjects must anally be 
combined with appropriate doses of insulin. It is doubtful if the 
drug is effective in the total absence of insulin, whether of endogenous 
or exogenous origin. 

3. In the hard-to-manage, unstable diabetes, it appears in many 
instances to smooth the course considerably, decreasing the tendency 
to symptomatic hypoglycemia. In such patients the reduction in 
insulin doses may amount to 50 percent or more of that required with- 
out phenethylbiguanide. 

In diabetic children it should not be given without insulin lest gen- 
eral development and growth suffer. 

4, Although side effects directed toward the gastrointestinal tract 
are common, especially with higher doses, no true toxicity has as yet 
been encountered in human patients during more than 2 years’ admin- 
istration. 

5. The mode and site of action of phenethylbiguanide are still con- 
troversial (18). It appears certain, however, that its action differs 
from that of insulin and of the sulfonylureas. Following phene- 
thylbiguanide, glycolysis proceeds to greater extent along the Embden- 
Meyerhof pathway (anaerobic glycolysis) and to a lesser degree 

the krebs cycle. Interference with 
r mechanism with blocks in the oxidative path- 


over the oxidative pathway of 
some electron wenele 
ways has been postulated. 

6. Although phenethylbiguanide is a compound of great interest, 
further studies are indicated on the one hand to clarify its mechanism 
of action and on the other hand to define its possible status in the 
management of diabetes, 


FINAL COMMENT 


Insulin remains the standard preparation for the treatment of 
diabetes and must be relied upon for its life and health-saving prop- 
erties in children and others with severe diabetes and in all patients 
during ketoacidosis, infections, and other times of stress. No patient 
should be continued on an oral hypoglycemic agent unless good con- 
trol of diabetes is thereby maintained. Good control means that with 
the patient on a truly adequate diet the urine is free from sugar and 
blood sugar values are in or near the normal range. 

However, with oral hypoglycemic agents many patients may now 
maintain control of hyperglycemia and glycosuria without the neces- 
sity for injections of insulin. This is particularly helpful for those 
whose vision is poor or whose fingers are crippled with arthritis or 
whose emotional status is such that injections of insulin are difficult 
or impossible without the aid of another person. Furthermore, en- 
tirely apart from these practical considerations, the availability of 
the oral compounds has stimulated a great deal of basic research 
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throughout the world. The fundamental problems as to the nature 
of the defect in diabetes, the mode and site of action of insulin, the 
mechanism of production of late vascular complications, and other 
difficult problems have been attacked anew with great vigor. To be 
sure, much of the information gained has resulted from attempts to 
discover the mode and site of action of the sulfonylureas and other 
hypoglycemic agents. However, one cannot engage in such investi- 
gations without becoming involved in the basic problems of diabetes, 
many of which still lack satisfactory answers. 

Because of this initial success, it can be confidently predicted that 
as time goes on new and different oral hypoglycemic agents will be 
developed and introduced. With regard to each new compound as 
it appears, the physician must always ask the two questions mentioned 
earlier: (1) Does it work? (2) Is it safe? In the present age when 
advances are being made with such rapidity in the synthesis of new 
compounds which have a variety of effects in the body, it is impera- 
tive that all concerned use great caution in employing new agents 
in human beings. Chemical agents must first be evaluated thoroughly 
in animals, On the other hand, the application of knowledge gained 
in the laboratory and the cautious trial of new drugs in human pa- 
tients must continue if advances in therapy are to be made. 

(The list of references attached to the statement follows :) 
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Senator Kreravuver. Dr. Marble, we thank you very much. We do 
have a few questions to ask. I notice that you say it would be unwise 
to use dosages greater than 500 milligrams daily, lest untoward side 
effects intervene. 

Dr. Marsie. Yes, sir. 

Senator Keravuver. I saw an advertisement that was sent out by 
Pfizer, or was contained in the package, that in some cases, ee: 
the present recommendation is that maintenance dosages of above 750 
milligrams daily should be avoided. You think that should be down 
to 500? 

Dr. Marste. I think that would be safer ; yes, sir. 

Senator Keravver. Thank you. That is an ad of September 1959. 
The one before that had it up to 1 gram. 

Dr. Marstx. I think the concensus is that that is definitely too 
high. The chief danger of the larger doses, of course, is the prolonged 
hypoglycemia with the piling up of the drug in the body. The allergic 
responses, presumably, could come even with smaller dosages. 

Senator Kerauver. What is hypoglycemia ? 

Dr. Marsie. Low blood sugar. 

Senator Kerauver. And hyperglycemia is high blood sugar? 

Dr. Marsre. Yes, sir. 

Senator Keravuver. And hypoglycemia involves some eye difficulty ? 

Dr. Marsiz. Hypoglycemia ? 

Senator Kerauver. H-y-p-o— that is, the low blood sugar? 

Dr. Marste. Hypoglycermia, yes. 

Senator Keravver. What is the eye difficulty that you refer to? 

Dr. Marstz. Eye difficulty ? 

- Senator Keravver. I think you mention that on page 5. I guess 

you didn’t say anything about it. 

Dr. Maree. No, sir. The only place in which I mentioned vision 

was the advantage to those who had poor vision of having an oral 
agent. 

Senator Keravver. I notice this placard here which seems to be 
sent out to physicians. This is dated February 1960. We might 
make this 345 for the record. 

(Exhibit No. 345 follows :) 
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At the lower dosage levels found sufficient in recent 
clinical reports (100-500 mg. once daily), DIABINESE 
has been free from significant incidence of serious 
side effects. The drug has proved its unusual effec- 
tiveness at this dosage range. Thus, DIABINESE can 
be prescribed with confidence as the first choice in 


oral antidiabetic therapy. 


the oral antidiabetic most likely to succeed 


% 
DIABINESE 


economical once-a-day dosage 
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more effective oral therapy with minimal dosage 


“Chlorpropamide was found to be a more potent hypoglycemic agent 
.-The average dose of tolbutamide was 1.0 to 3.0 gm. daily, whereas 
the average dose of chlorpropamide was 0.2 to 0.5 gm. The entire dose 
of chlorpropamide may be administered in one dose...The patients 
studied were all outpatients and suffered no serious complications 
during the 6 to 10 month study.” 
_ Knox, L. J., and Doenges, J. P.: Am. J. M. Sc. 238:427, Oct., 1959. 
os mse 

“Impairment of liver function...is only seen in association with the 
use of large doses of 500 mg. or more, and has been reported in about 
i per cent of a small series of cases. After recovery the patient can 
be replaced on a small dose of the drug without apparent effect on 
the liver. Chlorpropamide may cause symptoms of hypoglycaemia, but 
they are not common, and are usually less severe than those produced 
by insulin.” 


7—w 


, Oakley, Ws Practitioner 1837478, Oct., 1959. 


“Most patients who will respond to this erie Drees will do so 
with dosages of 500 mg. daily or less.” 


Finestone, A. J., and | eineet, R.: Pennsylvania, M. J. “62: 1539, Oct., 1959. 


to replace or reduce insulin dosage 
to realize the full potential of oral therapy 
to ensure control where diet alone has failed 


the oral antidiabetic most likely to succeed 


DJABINESE 


available as scored 100 mg. and 250 mg. tablets economical once-a-day dosage 


Fer complete information write to the Pfizer Laboratories Medical Department Pfizer) Science for the world's well-being 


©1980, cnas. Price & 6O., nC 
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Senator Kerauver. This says that—— 
at the lower dosage levels found sufficient in recent clinical reports (100—500 
milligrams once daily), Diabinese has been free from significant incidence of 
serious side effects. 

Do you agree that it is free from significant side effects ? 

Dr. Marsiz. The word “free” is all right. But the important word 
is “significant.” ‘That would be a matter of opinion as to what was 
the significant incidence. That is a very difficult question to answer. 
We have all talked about this a great deal. If one has 1 or 2 cases of 
jaundice per 100 patients, that is obviously too much. If you have 1 
case of jaundice per 1,000 or 2,000 patients, well, is that too much or 
not? That is a matter of judgment which is not easy to resolve, and 
you would find a great deal of variation among so-called experts. 
That was the reason why in my opinion the thing which we really need 
are some exact data as of the last 2 years in use of this drug. How 
many patients have taken it and how many cases of jaundice are 
there? What is the incidence of jaundice ? 

Senator Kreravver. Is any case of jaundice a significant incidence 
of serious side effects ? : 

Dr. Marsie. Yes, you would certainly classify that as serious side 
effect even though it belongs in the so-called benign group which 
apparently all or almost all of these do. It is a reversible process due 
to an allergic tendency which would be different from the type of 
toxic effect one finds with certain drugs. As you probably know, there 
are certain drugs in use which cause definite liver damage in the true 
sense of the word, not due to allergy. That is another matter, and 
those are often attended by death, whereas the type of jaundice one sees 
following chlorpropamide and certain other compounds such as chlor- 
promazine are usually reversible, so-called benign. One might quarrel 
with the word “benign,” but it is usually a reversible nonfatal process. 

Senator Keravuver. That is, if the physician recognizes it ? 

Dr. Marste. Yes, sir; of course. Yes, if the drug were continued 
that would be bad. 

Senator Krerauver. And if an eminent authority like you doesn’t 
have information about the incidence of the side effects, knowing 
what the situation is now, how does the average physician ? 

Dr. Marsie. He would not be able to know anything that wasn’t 
published or got to him in some way or other; no, sir. 

Senator Krrauver. You think that is the great need of the time 
right now ? 

Dr. Marsiz. I think we need to know that; yes, sir. 

Senator Keravuver. All right, thank you, sir. 

Mr. Dixon ? < 

Mr. Drxon. I have no questions. 

. Senator Keravuver. Mr. Chumbris, you have a question ? 

Mr. Cuumeris. Doctor, on the last question Senator Kefauver just 
asked you, not having the data that you stated should be made public, 
I mean that the doctor should have information on the last 2 years, 
how would that affect the doctor in treating a particular patient? He 
would still treat that patient as to what he finds in that particular 
patient, what is bothering him and whether the dosage should be 100, 
200, or 500, isn’t that the case ? 
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Dr. Marsix. Yes. I didn’t have that in mind in my remark. If one 
found an unduly large incidence of jaundice, then one wouldn’t want 
to use the drug at all. That is what I had in mind, not that it would 
alter the physician’s judgment as to whether to use it or not. 

Mr. Cuumepnris. Irrespective of what that advertisement stated, 
which is an advertisement, it is not the label that goes with the drug, 
and irrespective of even what the label says, still the doctor must 
determine himself whether he is going to use or is not going to use 
a certain drug, or how much dosage he shall use in reference to the 
illness of the person and how that person reacts to that drug as you 
treat him as he goes along ? 

Dr. Marste. That is right. 

Mr. Cuumprts. He is supposed to forget everything anybody else 
tells him and use his own professional judgment on just how he 
should treat that patient, is that correct? 

Dr. Marsie. Not if he is a reasonable physician. He certainly 
will respect the judgment of everybody who has reliable information. 

Mr. Cuumeris. I didnt say that. I said he will ignore the adver- 
tisement he read there and he will ignore or he wouldn’t give, let’s 
say, full credence to even the material that comes with the drug. He 
still is going to make the final analysis himself, isn’t that what you 
stated earlier, and I think Dr. Popper said the same thing when he 
was before us. In other words, it is the doctor who is going to make 
the final decision as to what drug he shall give a person and in what 
dosage? 

Dr Marste. That is right, but I would hope that he would make 
that decision on these basis of all available knowledge. 

Mr. Cuumeris. That is true. 

Dr. Marste. Surely. 

Mr. Cuumeris. And I was referring specifically to that advertise- 
ment. He won’t beguided by that advertisement alone in the treat- 
ment of this particular patient. 

Dr. Marstz. I would hope not. 

Senator Keravuver. If he was guided by this alone, he would be 
badly guided. This is sent to the physicians for the purpose of giving 
them information, I take it. 

Dr. Marste. I would suppose so, yes. 

Senator Keravuver. All right. You wouldn’t want to go by this? 

Dr. Marsiz. No. As we have discussed, we are dealing now with 
words here in which there are gradations of meaning. As I pointed 
out at the very beginning, the important word is “significant.” What 
isa Mig, seasonal incidence. 

Mr. Cuumpnis. As a matter of fact, that advertisement, Doctor, is 
merely a reminder of the drug itself as it has been testified heretofore, 
and that is why the advertisement is under the jurisdiction of the 
Federal Trade Commission and the labeling is under the jurisdiction 
of the Food and Drug Administration. Each one is a separate re- 
sponsibility and each one has to be guided in the light of the respon- 
sibility and the purpose form which the advertisement or the label is 
given. 

Senator Keravuver. All right. Mr. Kittrie? 

Mr. Kirrrre. Just a few questions. 
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I am especially glad to see Dr. Marble here because I am glad to 
find out the University of Kansas—this is my alma mater—is pro- 
ducing authorities in such an important field. 

I wanted to get your opinion as to the meaning of some of these 
new drugs, and also whether or not you believe that they would 
control the market for many years to come. I mean older drugs, 
when they came into being quite often stayed on the market for many 
years. I mean insulin Fem your testimony apparently is still a 
major drug in this field, and you think it is still very important. Do 
you suppose that some of these oral drugs that you were testifying 
here concerning are likely to be the major oral drugs on the market 
or are there going to be new drugs coming out all the time? Is there 
an expectation that they will be replaced, and fairly soon? 

Dr. Marnie. No, I think not fairly soon unless I have missed 
something on the horizon. As to whether there will eventually be 
found more potent, safer drugs, no one has any way of knowing. 
We are in the habit of saying, as indeed I have here, that there would 
undoubtedly be more such drugs introduced, and I believe that is 
true. However, there has been a great’ deal of combing of all kinds 
of compounds, as I am sure has been brought out yesterday in the 
testimony. Literally, I am told, and this is hearsay, thousands of 
compounds have been screened, and these very few that we have here 
are the only ones which have been found acceptable. So as to just 
what the future holds is anybody’s guess. 

Mr. Krrrrm. The reason I was inquiring was primarily this: I 
mean with this continuing research, new drugs are produced all the 
time, and, consequently, in evaluating the pricing of these drugs and 
evaluating whether a company is charging the proper price or not, 
one of the questions to consider is how many years will the company 
have in order to recoup its investment. If you can predict, let’s say, 
that some of these oral drugs are likely to be major drugs for 20 or 
30 years, that is one thing. If modern research means that new 
drugs will be produced in 2, 3, or 4 years, naturally the company has 
a much shorter period of time in order to recoup its investment. 
Isn’t that so? 

Dr. Marsir. Yes, I see your point. I have no way of making that 
prediction. 

Mr. Krrrrime. But there is constant search for better drugs? 

Dr. Marsie. That is right. 

Mr. Kirrrte. Thank you very much, Dr. Marble. 

Senator Krrauver. Dr. Marble, in view of the fact that you say 
we need badly to have a tabulation of the incidence of side effects, 
the effects and the efficacy of new drugs—particularly of this drug, 
and I am sure this is true of other drugs—do you recommend that the 
NIH or some other agency convene a symposium for the benefit of 
physicians, the public, and medical science generally ? 

Dr. Marstz. This is something, Senator, that we have talked about 
over the last 3 or 4 years a good deal, in circles of physicians who 
are much interested in diabetes. Of course, the schloens that you 
are raising are things which concern us a great deat. For a voluntary 
organization to do it, let’s say the American Diabetes Association, to 
take one organization, would require the cooperation of all concerned. 
Perhaps that would be a good way to do it, to funnel it through some 





Ee l(t 


—  -— © 


ADMINISTERED PRICES 11145 


such organization or through some governmental agency, perhaps. 
But I think there should be some way in which, after a given period 
of time, one would have available for publication in an unbiased way 
results as far as toxic or side effects. 

peapaten Keravuver. Either by a Government agency or somewhere 
else 

Dr. Marsiz. Yes, sir. 

Senator Keravuver. Thank you very much, Dr. Marble. We cer- 
tainly appreciate your consideration in coming down and giving us 
your wisdom, your knowledge on this subject. 

Dr. Marsie. Thank you, sir. 

Senator Keravuver. Dr. Henry Dolger will be our next witness. 

Dr. Dolger, we certainly appreciate that you took time out from 
yews very busy practice to come here. I have a biographical sketch of 

r. Dolger which we will put in the record. 

Dr. Dolger was awarded an M.D. in 1933 at the New York Uni- 
versity Medical School; he has been house physician at Mount Sinai 
Hospital, 1936 to date and he practices internal medicine devoted 
exclusively to diabetes. He is chief of diabetes, and associate attend- 
ing physician for metabolic diseases in the Mount Sinai Hospital in 
New York. He is also past president of New York Diabetes Associ- 
ation. 

(The document referred to may be found on p. 11440. 

Senator Kerauver. We recognize you as being one of the eminent 
authorities on the subject that we are discussing, Dr. Dolger. We 


have your statement, and we will be glad if you will tell us about it 
now. 


STATEMENT OF DR. HENRY DOLGER, MOUNT SINAI HOSPITAL, 
NEW YORK, N.Y. 


Dr. Doerr. Up until 1952, as you heard from Dr. Marble, the 
treatment of diabetes for 30 years had been based on the use of insulin 
ae and diet control. In that year, German investigators de- 
veloped a group of compounds called sulfonylurea which pros ef- 
fective in a number of diabetic patients in controlling the disease. 
Two derivatives of the original material, carbutamide and tolbuta- 
mide were investigated on a clinical basis in 1954 and 1955. These 
two materials were brought to this country and although a European 
experience had already been established as to the pharmacological and 
therapeutic administration the American manufacturers elected to 
pursue an independent course of study. Two drugs were tested ex- 

erimentally and broad clinical trials were pursued for a year and a 
half, The scope of the study in this preliminary period is demon- 
strated by the fact that for tolbutamide alone 1,500 investigators 
throughout the country were assigned to the project. Half were in the 
laboratories and the remainder applied their observations to patients. 
directly. At the conclusion of the study, some 20,000 patients had 
been given tolbutamide for treatment by the time the FDA approved 
the drug. This vast study revealed no deaths from liver or kidney 
or bone marrow damage. In contrast to this experience carbutamide 
was withdrawn from clinical trial after 1 year because of a number 
of side effects, toxicity, and several deaths, which could possibly be at- 
tributed to the drug. . 
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In 1958 another sulfonylurea derivative called metahexamide was 
developed, again in Germany, and subjected to clinical trials by two 
American manufacturers. Within 6 months both firms withdrew the 
drug from further trial because of the high incidence of jaundice in 
the tested patients. The safety of the original tolbutamide experi- 
ence led to its broader application in succeeding years so that at pres- 
ent almost 600,000 diabetic patients are using this agent in this country 
with complete safety. This experience is duplicated abroad in even 
larger numbers. Three international conferences have been held on 
the effects of tolbutamide, both experimentally and clinically, with 
great advantage to medical knowledge in the field of diabetes. 

In 1957 another sulfonylurea derivative was introduced in this 
country under the chemical name chlorpropamide. In contrast with 
the original investigation on tolbutamide and carbutamide there was 
no preexisting European experience to take advantage of. In a very 
limited fashion the exploration of the effects of this particular agent 
was explored somewhat fitfully and attempts to arrive at appropriate 
dosage were accompanied by pharmacologic studies which revealed 
hitherto unknown delayed rates of excretion which made decreasing 
dosage imperative. At the time of application to the FDA some 2,000 
case reports were submitted and despite the inclusion of 43 deaths and 
a number of instances of jaundice the drug was passed for public 
sale in 1958. 

Although chlorpropamide is more potent than tolbutamide it 
seemed to me that the toxicity of the former stood in marked contrast 
to the safety of the latter. I felt so strongly about this that I repeat- 
edly decried the use of chlorpropamide in publications and medical 
meetings. 

In publications of 1959 and 1960 I stated that “this increase in 
potency is associated with an increase in serious side effects and 
toxicity, especially in liver damage. There is no decrease in side 
effects despite the advertisements.” 

It seem to me that potency manipulation was comparable to the 
horsepower race in the automotive industry. In a chronic disease like 
diabetes where a therapeutic treatment must be administrated for 
nearly a lifetime, safety becomes paramount in medical treatment. 
In a letter to the British Medical Journal, the Lancet, now in press, 
I stated that in my personal experience with over 3,000 patients 
treated with tolbutamide I had never encountered a single incidence 
of liver damage or overt jaundice, On the other hand, out of 400 
ee om treated with chlorpropamide I have seen 6 develop serious 

isabling jaundice, 1 of them dying with this toxic picture in New 
York City in January of this year. 

In the past 4 months of this year five publications have appeared 
in the medical literature describing jaundice from chlorpropamide. 
During this time I receive in the mail the usual biweekly literature for 
chlorpropamide stating it was “free from significant incident of 
serious side effects.” And again another mail advertisement for 
chlorpropamide states that “impairment of liver function is only 
seen in association with use of large doses of 500 milligrams or more 
and has been reported in 1 percent.” 

This quote was in an issue that was sent out in the mail in the 


middle of January. 
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Senator Keravuver. Is that the same quote we already have in the 
record ? 

Dr. Dotcer. It may very well be. Since the dosage used in the fatal 
case and the near fatal case reported in the journal of the AMA 
was only 250 milligrams per day, it would seem that this claim is un- 
ee In addition, the jaundice in the opinion of a most eminent 

iver pathologist, Dr. Popper, is not related to dosage but to idiosyn- 
cracy to the drug. 

Senator Krerauver. May I interrupt at that point? I see you 
quote Dr. Popper as saying that the side effects of jaundice are not 
related to the amount of the drug or the size of the dosage. 

Dr. Dotcer. Yes, sir. 

Senator Kerauver. Who is Dr. Popper’s associate ? 

Dr. Dotcer. Dr. Schaffner. 

Senator Keravuver. That is his opinion, also, I understand. 

Dr. Doreer. Yes. Dr. Schaffner and Dr. Popper had personal 
correspondence with me and in a letter I have from Dr. Schaffner it 
states the following: “I think there is no relation to dose”—referring 
to the article of December 1959 which is in this journal here where 
they mention the same thing (Annals of Internal Medicine, vol. 51, p. 
1230). 

It is apparent in their experience that such drugs have a hyper- 
sensitive reaction in some people. Small doses have caused side re- 
actions in hypersensitive people. In the patient who died in New 
York, and the woman who almost died, published in the Journal of 
the American Medical Association on January 2 (vol. 172, p. 54)—— 

Senator Keravver. In connection with that, what Dr. Popper and 
Dr. Schaffner mean is that if a person is going to suffer a side effect 
such as jaundice from some of these drugs, of which Diabinese is one, 
he will get it from a small amount as well as from a larger dose. 

Dr. Dorerr. Yes, sir. 

Senator Keravver. Dr. Popper’s article, which Dr. Schaffner joined 
in writing, published in the Annals of Internal Medicine, which dis- 
cusses that subject, will be made a part of the record as exhibit 346. 

(Exhibit No. 346 may be found on p. 11302.) 

Senator Krrauver. We will have to stand in recess for about 15 
minutes. 

(Brief recess. ) 

(Following recess: Present, Senator Wiley, presiding.) 

Senator Wirey. The committee will come to order. At the request 
of Senator Kefauver, and Senator Dirksen, I was asked to come over 
from the floor and preside. 

I understand that Dr. Dolger has already given part of his testi- 
mony. If he will continue, we will carry on in good shape. 

Dr. Doreer. I was saying that in the opinion of Dr. Popper the in- 
cidence of jaundice due to this drug was not related to the dose but 
was related to the fact that a specific idiosyncrasy to the drug would 
cause it, and I pointed out then that some of the patients who had had 
jaundice had received minimal doses of chlorpropamide when they 
developed the jaundice. 

Furthermore the incidence of 1 percent or one-half of 1 percent of 
jaundice should deter any physician from prescribing this agent when 
there is insulin or tolbutamide available, both of which never cause 
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liver damage. Since the toxic effect may be due to an idiosyncrasy 
to the drug, no physician should be condemned for the inability to 
predict such a reaction. 

It is interesting that Dr. Marble before me had an incidence of 1 
case of jaundice out of 200 which is a half of 1 percent which is ex- 
actly what he gleaned from general medical literature, so apparently 
a half of 1 percent can be duplicated in other experiences too. Ap- 
parently he discontinued further use of the drug. 

In addition, the toxic or disturbing side effects of severe gastro- 
intestinal disturbance with nausea and vomiting, asthenia, depres- 
sion, dizziness, and other neurological symptoms appear when chlor- 
propamide is administered to some patients, 

ese are secondary side effects. A more serious side effect of 
chlorpropamide and it may not be a side effect but part of the drug 
action and should be called perhaps intoxication or overdosage, has 
to do with its increased potency which produces extremely low blood 
mo levels in certain instances. ' 
his condition is called hypoglycemia. It has been reported in 
the JAMA of 1959, 170, page 941, the American Journal of Medicine 
for January 1960, volume 28, page 135, and the current issue of the 
journal, Diabetes, April 1960, volume 9, page 110. 

In these three case reports a serious lowering of the blood sugar 
occurred even after discontinuing the drug for 36 to 48 hours. The 
manufacturers pharmacologist study revealed that in normal men a 
low dose of chlorpropamide when discontinued was followed by in- 
-creased serum levels of the drug 48 to 72 hours afterward and was 


still in circulation 2 to 3 weeks after cessation of the drug. 

This problem could prove more serious in the elderly diabetic patient 
who is more sensitive to the effects of a low blood sugar. Since the 
largest portion of the diabetic population is in the el _ group the 

n 


portent of this phenomenon becomes quite apparent. 1959 and 
1960 I pointed out the danger of chlorpropamide for the “elderly, 
senile, arteriosclerotic, diabetic patient who may suffer indounnible 
brain damage from its prolonged hypoglycemia.” 

On January 2, 1960, the Council on Drugs of the American Medical 
Association published in its journal, volume 172, page 56, an official 
statement regarding chlorpropamide: 


Since hypoglycemia is more readily produced by chlorpropamide it should not 
be given in the evening without meals. 


Furthermore— 


the margin of safety between doses producing euglycemia and hypoglycemia is 
smaller than with tolbutamide. 

Hence with chlorpropamide as with insulin it is imperative that there be a 
careful initial adjustment of dosage as well as adequate orientation of the 
patients concerning hypoglycemic reactions and their control. 


The conclusion of the council on drugs states that there are sev- 
eral disadvantages of chlorpropamide compared with tolbutamide: 


(a) Slightly higher clinical toxicity and smaller margin of safety with respect 
to hypoglycemia and (0b) possibility of jaundice. 
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I call your attention to the absence of any mention of these warn- 
ings in the deluge of promotional material sent out for chloro- 
propamide. Again I quote my published statements— 
more important than the frequency of occurrence should be the nature of the 
adverse and undesirable reactions associated with the drug. 

It is evident that conditions such as liver damage carry greater weight than 
skin rashes in analyzing comparative toxicologic data. 

As a eae who has devoted his entire medical career to the 
care of diabetic patients exclusively, I am concerned about new drugs. 

First do they represent a contribution or improvement and second- 
ly are they safe; it is evident that four derivatives of the original sul- 
fonylurea, compound have been developed, two were withdrawn be- 
cause of toxicity and two remain on the market. 

One, tolbutamide, combines therapeutic effectiveness with maxi- 
mum safety. The other chlorpropamide, has an incidence of toxicity 
and side effects which makes me question the wisdom of the original 
FDA acceptance and the extensive advertising claims to further sales. 

The pharmaceutical industry cannot be indicted in a blanket fash- 
ion. I would like to point out again the superior caution and inten- 
sive investigation effort given to the development and promotion of 
tolbutamide. This represents a fine example of what the industry can 
do for the ultimate benefit of the public. I deplore the premature 
prosecution of unnecessary and inadequately investigated modifica- 
tion of sound drugs and their indiscriminate and unsubstantiated pro- 
motional campaigns. 

Mr. McKeen. Mr. Chairman, my name is John E. McKeen. I 


was a witness here this morning, president of Chas. Pfizer & Co. Dr. 
Dolger has just made some very serious misstatements of fact, and in 
the interest of fairness I think they should be immediately refuted. 

A number of the reporters have already left the room, re his 


story with them. There should go a refutation immediately along 

with those same reporters. Otherwise the doctor-patient rela‘ion- 

ship with thousands of patients throughout this country is going to 

be very adversely affected and I ask, Mr. Chairman, the right to bring 

= three doctors now to refute Dr. Dolger’s statement immediately. 
ere is a very serious misstatement of fact here. 

Senator Wizy. Do you want to point out that statement? 

Mr. McKeen. I do, sir; I would like Dr. Hamwi, Dr. Warner, and 
Dr. Rees please to come up here? 

Senator Witry. What is the statement? Show it to me. 

Mr. McKeen. Will you come up please? This is Dr. Warner who 
was a witness this morning, Dr. Rees who was a witness this morning, 
and Dr. Hamwi, who was a witness here this morning. 

Senator Wier. I have asked a question and I haven’t got the an- 
swer. What is the statement? 

Mr. McKzen. He is going to give it to you immediately, sir. 

Senator Wiuey. I see doctors are just like everybody else: they dis- 
agree. Go ahead and let’s see what you are talking about. 

Mr. McKeen. The doctor can handle it if you will, Mr. Chairman. 

Senator Winey. I want to see the statement. 

Mr. McKeen. He will talk on the statement, sir; he is an M.D, and 
more equipped to handle this particular discussion than I am. Go 
ahead, Dr. Hamwi. 
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Senator Witey. Get your name on the record. 

Dr. Hamwt. I am Dr. Hamwi and I testified this morning. I am 
professor of medicine at Ohio State University, and I am in charge 
of the division of endocrinology metabolism which has care of the 
diabetics at our institution. 

I think that this is rather the wrong place to have a debate on the 
matters of professional judgment, particularly of a scientific nature, 
and unfortunately I think it would be unwise, however, to permit 
the inference or the general impression that Dr. Dolger is leaving to 
carry on without being refuted to some degree. I think by all means 
Dr. Dolger is entitled to his opinion and that is I am sure what he 
was expressing, in the light of his personal experience. 

Unfortunately I would say that there are a number of doctors who 
would disagree with Dr. Dolger, and as a matter of fact as I remem- 
ber a statement was submitted including the names of something 
like 30 or 40 men whom I would call outstanding in the teaching and 
in the investigation of oral hypoglycemic agents which were submit- 
ted this morning which in general would refute the testimony of 
Dr. Dolger. There is one thing, and the only reason I am entering 
into this, since I am really here as sort of an expert witness, is the in- 
ference that those of us who have used this drug and are continuing 
to use this drug are doing it injudiciously. 

There is one statement in Dr. Dolger’s statement that I don’t ques- 
tion his facts, but certainly as far as I know they were not made avail- 
able to us, if they are correct. 

I refer to the fact that there were 43 deaths associated with the 
use of this drug prior to the NDA application. 

I know the symposium held on this drug in September of 1958 there 
were two deaths reported at that symposium, and while at the sym- 
posium, though not officially reported, a group of us heard of two 
other deaths. 

Two of these deaths were due to hypoglycemia while on fairly mas- 
sive doses of the drug. The other was due to jaundice, but the phy- 
sician who presented this case himself admits that if the patient had 
followed his instructions and had reported back to the clinic, and 
the drug could have been withdrawn, this would not have been a fatal 
case because the drug was maintained for a prolonged period of time 
after the jaundice appeared. 

As I remember there was one other case. The point I am merely 
trying to make, at that time as far as we could tell there were only 
four deaths that were ascribed to the use of this drug that could be 
related to the use of this drug and in each and every instance it 
seemed to those of us after careful perusal of the data that these 
could have been prevented. Now I make one other comment. I am 
sure since we are using drugs with a group of individuals above the 
age of 40, and an elderly group of people as such, that all these pa- 
tients, a great many of them, not all of them, have concomitant ill- 
nesses such as heart disease, kidney disease, they have coronary and 
arterioclerosis of the brain, they also have liver disease. 

A good many of these patients are treated at our indigent clinics 
and have a lot of nutritional abnormalities. Asa consequence there is 
going to be a normal attrition during the process of any prolonged in- 
vestigation. Now this is true with tolbutamide which we all recog- 
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nize as one of the least toxic. In our experience over the past 3 years 
in the use of tolbutamide, we have had 21 deaths of people who have 
been taking tolbutamide at the time of their death. 

But I might say by no stretch of the imagination could we ascribe 
their death due to the fact that they were taking tolbutamide. It just 
happened they died of a number of other causes. Unfortunately the 
statement that Dr. Dolger made does not leave that impression. It 
leaves the impression that 43 patients died from the concomitant ad- 
ministration of this drug. With that, Mr. Chairman, that is the es- 
sence of what I would like to state. 

Dr. Warner. Mr. Chairman, I am Dr. Warner. I am associate 
medical director of Pfizer Laboratories, and I was introduced to the 
committee this morning, and one of my areas of responsibility happens 
to be chlorpropamide. 

Now on the basis of our reviews of the new drug application, and 
this has been previously mentioned by Mr. Hamwis, there were at the 
time of the NDA submission four deaths associated with the use of the 
drug chlorpropamide. Now I think it should be further stated or 
reiterated as Dr. Hamwi has inferred that two of these deaths were 
hypoglycemias, and the other two certain extenuating circumstances 
also existed. Certainly if a patient on chlorpropamide happened to 
expire as a result of an automobile accident while he was taking the 
drug, this, in no way, has any bearing or reflects upon the safety of 
the drug. 

Now I think there are a few other statements contained in Dr. 
Dolger’s testimony that require some comment. I refer specifically to 
the top of page 3, and I quote: 

In a chronic disease like diabetes where a therapeutic treatment must be 
administered for nearly a lifetime, safety becomes a paramount in medical 
treatment. 

Now no one can argue with that statement. However, I think in 
this consideration we must note as Dr. Marble has previously men- 
tioned that these side reactions, if they are going to occur in the rare 
patient who is sensitive to the drug, and I am referring specifically to 
the jaundice and the hypersensitivity reaction, they occur within the 
first 6 weeks of therapy. Thus it is necessary to observe the patient 
over this 6-week period both as to the effectiveness of the drug in con- 
trolling the patient’s diet and of course as with any new patient started 
on a potent drug, the physician must watch the patient for the 
patient’s individual reaction to the drug. 

Going on a little further, I might suggest that in the last sentence 
of this paragraph where reference is made to six patients developing 
serious disabling jaundice, specifically one of them dying with this 
toxic picture in January of this year, unless my information is incor- 
rect, I do not think that Dr. Dolger was the attending physician in 
this case, and quite possibly did not see this patient during her 
acute illness, 

Dr. Doteer. May I say something here, sir? I was not the at- 
tending physician when she died. I saw this patient 2 weeks before 
she died. She was taking chlorpropamide for 2 weeks. I told her 
to stop the drug and to switch to Orinase. She said she would when 
she finished the bottle. She was finished. 
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Dr. Regs. May I interrupt, sir? I am Robert M. Rees, associate: 
medical director of Pfizer Laboratories also. In my last discussion 
with the physician who cared for the patient in question at this 
moment, he was unaware of consultation with Dr. Dolger until after 
consultation had taken place. According to this physician, the 
patient had been given a sample bottle of another oral drug with 
the suggestion that she might like it better. 

When she returned to her own physician, he in turn told her that 
he thought it best that she stay on the drug that he prescribed. 

I would like to reiterate that Dr. Dolger apparently did not see this. 
patient at any time while she was ill. We will continue with that 
story a little later. 

Mr. Drxon. Dr, Warner, I see from your biographical sketch that 
you went with Pfizer in 1959. Isthat correct? 

Dr. Warner. Specifically the first week in August 1959. 

Mr. Drxon. You were not there prior to that time. You were not 
there July 8, 1958. Mr. Chairman, we asked that some material be 
furnished to the subcommittee and it just came in this morning. It 
has to do with an intercompany memo dealing with Diabinese studies 
to date, from Dr. Dominic G, Iezzoni to Mr. John McKeen. 

Dr. Iezzoni is not present here today, but I understand it was 
under his direction that all of this clinical work was done. Isn’t 
that correct, sir? 

Dr. Rees. The original clinical studies on Diabinese certainly were 
under his supervision. 

Mr. Drxon. I won’t read this memo completely, but I suggest that 
it be made exhibit 347 at this point. 

(Exhibit No. 347 may be found on p. 11322.) 

Mr. Drxon. I will refer to the bottom sentence on page 1. It says: 

In the evaluation of Diabinese we have encountered an incidence of toxicity 
which, at the least, is not less than that seen with Orinase. We have 


encountered six cases of jaundice. The jaundice in each instance developed 
after 3-4 weeks of chronic daily treatment with Diabinese. 


Then I skip to the next paragraph on page 2: 


In addition, Dr. Duncan reported one patient, who while on Diabinese (0.5 
gram a day), developed an elevation of his serum alkaline phosphatase, * * * 


Then the next paragraph reads: 


Among the most striking evidences of toxicity associated with Diabinese are 
three instances of exfoliative dermatitis. 


The last paragraph on that page says: 


The gastrointestinal side effects of nausea, vomiting, and epigastric distress, 
although less frequent at the lower dosage levels of 0.25-0.5 gram a day, are 
still more frequent than generally noted with Orinase. 


On the last page: 


From our evidence to date, it is unlikely that our recommended dosage levels 
will go below 0.25 to 0.5 gram a day in the great majority of patients. There 
are still a sufficient number of patients who require as much as 0.75 to 1.0 gram 
a day to control adequately their diabetes. There have been several instances 
of severe hypoglycemia in patients receiving doses as low as 0.25-05 gram a 
day. No death has occurred from hypoglycemia at these lower dose levels. 
One patient, however, died of intractable hydoglycemia following Diabinese 
medication. Among other complaints still evident at the lower doses are such 
things as headaches, hazy vision, depression, weakness, and three cases of 
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eosinophilia. Of the side effects noted with Diabinese medication, the jaundice 
and exfoliative dermatitis are particularly outstanding when one realizes that, 
to date, there has been no reported instance of either of these complications in 
patients treated with Orinase. This is a report only of studies in the United 


States. Similar types of severe reactions appeared in studies in the interna- 
tional area. 


— you aware of this memorandum when you made your state- 
men 

Dr. Warner. Yes, I was aware of it. Let me add at this point 
that since from a medical point view Diabinese was to be my respon- 
sibility, I thought it wise and in fact necessary to acquaint myself 
with all of this material before I began working with the drug, even 
though I was not there at the time. 

I was aware of this and other information. Now may I just add 
one more thing. This information which was summarized by Dr. 
Iezzoni is well known and as a matter of fact constitutes a part of the 
NDA on the drug. 

Mr. Drxon. Was this made known to the Food and Drug Admin- 
istration in the drug application ? 

Dr. Rees. All of that information is in the drug application, yes. 

Senator Wixry. Do you have or do you know of anybody davai 
ing all these conditions without taking your drugs? 

r. Rees. I am sure there are a great many, sir. A great many 
ae have had complications similar to this without taking 
the drug. 

Senator Witzy. What I am getting at is whether or not there are 
numerous instances where the drugs are taken that resulted in re- 
covery —— 

Dr. Rees. I am sorry, I don’t understand your question, sir. 

Senator Wizzy. I presume that the attitude of your company and 
those who make the drug is that in a good many instances it is very 
beneficial to the patient, is that right ? 

Dr. Rees. Yes, sir. 

Senator Witey. Now, in this case it is claimed that the drugs were 
detrimental to the patients. How was that ascertained? Was there 
a post mortem or was there any analysis of the contents of the blood 
or the stomach afterward or what was done? _ 

In other words, what I am getting at is that drugs are drugs and 
doctors are doctors and people can die every day without taking any 
drugs and I guess they do. : 

What is the object or what is the method of ascertaining whether 
or not the taking of the drug was detrimental or caused the death? 

That is the point we are getting at here, I presume. . 

Dr. Rees. Primarily in this case, this would have to do with cause 
and effect. A patient who has been given a new drug, in this case 
an experimental drug, develops a severe side reaction. Then this 
would be attributed to that drug. Now, as more and more cases are 
analyzed and developed, we often see a pattern develop. Sometimes 
this takes many thousands of cases before we actually see a definite 

attern. Now, in this case we are not deferring to autopsy material 
heontile the vast majority of these patients did not die. These are 
side effects that occurred while they were taking the drugs but was 
not a cause of death. 
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Dr. Warner. If I may I would like to point out that more or less 
of a pattern that Dr. Rees was referring toa moment’ ago has‘or is’ 
becoming apparent in a few cases with Diabinese. 

In the case of some drugs, and I believe this was discussed by Dr. 
Popper before this subcommittee, fairly characteristic pathologie pic- 
tures are produced by a given drug or a given group of drugs. This 
is another way of associating cause and effect. 

Senator Witey. As a matter of fact, of course, a drug on one pa- 
tient has a different effect than the drug on another patient, doesn‘t 
it ? 

Dr. Warner. This is a well-known biologic phenomenon, yes. 

I had better qualify that, in some areas or in some respects. 

Senator Witxy. You have got then to the point that you are pre- 
scribing drugs but it is not a scientific remedy. It is more or less, 
you might say, a utilization of the best means that we poor mortals 
have for the time being. 

Dr. Warner. As a matter of fact that is why I qualified my last 
statement. 

The therapeutic effect of drugs is usually well known and can be 
anticipated. However, there are because of these biologic differences 
in the reactions from patient to patient, there are some things that can- 
not always be anticipated. 

Senator Witey. Any further questions? 

Mr. Drxon. Senator, before they go may we complete the record 
and put some information in the record right now at this point ? 

Dr. Buarr. Mr. Chairman, in addition to the document referred 
to by Mr. Dixon 

Dr. Ress. May I interrupt before we leave that ? 

Dr. Buatr. This will just take one moment, counsel for Pfizer this 
morning left with us a considerable number of other documents also 
from the files of Dr. Iezzoni. Of course, we have not had time to 
analyze the contents of these memorandums in any detailed form. 

However, in an improvised conference this morning between Dr. 
Marble, Dr. Dolger, and myself, it appears that there is contained 
in these additional documents information indicating apparently nine 
additional cases of jaundice beyond those reported in Dr. Iezzoni’s 
memorandum of July 8, 1958. 

The counsel for Pfizer in presenting this material to us made only 
the request that the names of the patients affected be deleted from the 
material before it is put in the record. 

We have not had the time to do that today, and I ask permission 
that they be incorporated as part of the record after the names of 
the patients have been deleted. 

Mr. Drxon. Mr. Chairman, in order to do that and not take your 
time, may I call these exhibit 348, and they will be made a part of 
the record with the patient’s names deleted, as Pfizer requested ? 

Senator Wirey. That will be done. 

(Exhibit No. 348 has been included in exhibits 367 through 370, 
which may be found beginning on p. 11400.) 

Dr. Rees. Mr. Chairman, may I say something, please, sir. To re- 
turn to Dr. Dolger’s statement, all in all I think this is a very glaring 
example of a very uncritical analysis, and I would like to return to 
these 43 deaths for a moment if I may. Our review of these cases 
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at the time of the new drug application, there were four deaths which 
we felt might be attributed to the use of Diabinese. I am repeating 
‘now somewhat the information that Dr. Hamwi gave to: you earlier. 

But I would like to repeat it now for emphasis. 

Senator Wirry. Just a moment. Did I understand you to say 
that there were four cases where you felt that the administration 
of the drug was a contributing cause of the death or the cause of the 
death ? 

Dr. Rees. Yes, sir. Either one, and if I may I would like to briefly 
mention each case; patient No. 1, the patient died of hypoglycemia. 
She was on an excessive dose, what we feel now was an excessive dose. 
Our experience at that time was not great enough to give us this in- 
formation. However, she reported to the emergency room at the 
hospital one afternoon unconscious. She was given glucose. She 
responded. She was permitted to return home. She returned to the 
hospital again later that some day unconscious, again was given 
glucose on that and permitted to return home. The following day 
she came into the hospital unconscious and this time she did not 
survive. This is due to Diabinese, but we certainly feel that had the 
patient had proper care at the onset that she might have survived. 

Senator Wrzy. That is conjectural, isn’t it? 

Dr. Ress. Yes. 

Senator Witry. You have nothing definite on that ? 

Dr. Regs. That is absolutely true, Senator, but please remember I 
did say we were attributing the cause of death to Diabinese. 

No. 2, another case of hypoglycemia occurred in much the same 
manner. No. 3, a gentleman who was receiving 4 grams of Diabinese 
aday. This was even much higher than the dose we recommended at 
that time. 

This gentleman died. At post morten examination there was no 
cause of death. We do not know why the patient died. However, we 
are attributing this death to Diabinese. No. 4 occurred in a patient 
who developed jaundice. She did not report to her physician on time, 
and in the words of the physician in print, had the patient reported 
to him earlier when her symptoms first appeared, she might have sur- 
vived. These are the four cases which we are attributing to Diabinese 
entirely. We do not see any relationship between 4 cases and 43. I 
would like to emphasize this point. 

Another point, on page 3 of Dr. Dolger’s statement, somewhere near 
the middle of the last paragraph: 


Since the dosage used in the fatal case and the near fatal case reported in the 
Journal of the AMA was only 250 milligrams per day it would seem that this 
claim is unjustified. 


May I just to refute this, both patients that he is referring to, the 
dosage was 500 milligrams per day. In the one report of the Journal 
of American Medical Association, the dosage had been reduced to 
250 milligrams per day just 5 days prior to her death. 

Dr. Doterr. May I interject this point. She only had the dose 
of 500 milligrams for 5 days and 250 for 5 days. 

The total treatment here was 10 days, both the dose of 500 and 250 
are within the prescribed limits of a dosage as advertised by the 
company. 

85621—60—pt. 20 —11 
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Therefore I do not think that this woman got an overdosage. 

Dr. Rezs. Please don’t misunderstand me. We are not saying it 
was an overdosage. We are just pointing out inaccuracies in your 
statement. 

Dr. Warner. What is more I think, with reference to this same area, 
it should be pointed out that in the advertising piece which Dr. Dolger 
apparently has reference to, the statement : 

Impairment of liver function is only seen in association with use of large doses 
of 500 milligrams or more and has been reported in 1 percent. 

I think it should be recognized that this is a quote. 

Now frequently it is a direct quotation from a published article in 
a journal, and I think this should be recognized. 

Now we feel that it is part of our obligation to supply the practic- 
ing physician with opinions of eminent physicians throughout the 
country and in fact throughout the world. 

Dr. Dotger. How about my opinion ¢ 

Dr. Rexs. We have the opinion of Dr. Dolger as opposed to 36 
physicians which was submitted this morning, and may I refer to 
page 2, the last paragraph: 

“There is no decrease in side effects in spite of the advertisements.” 
If you will note the joint statement of 36 physicians this morning 
that there is a decreasing number of side effects and a decreasing inci- 
dence in the number of side effects. 

Dr. Doteer. But, Senator, here are five journals published in the 
past 4 months, January, February, March, and April, five journals 
eee toxic side effects and serious disabilities. 

s this a decreasing incidence or is it a late publication date? 

Senator Winey. Is that the fault of the drug or is it the fault of 
the doctor in giving overdoses? Let’s get it straight now. I want 
to know. What do you say about that ? 

Dr. Dorerr. I think it is the fault of the drug. 

Senator Wirxy. What do you say? 

Dr. Rers. I say either one may be at fault. This depends on the 
information the practicing physician has available to him at that 
time, in the early cases of our investigation we had not had sufficient 
information. We gave the investigators the best of our knowledge. 
Unfortunately, these doses were a little high at that time, With 
expanding use, we have found that a lower dose is much better suited 
to the patient, and that it is just as effective as the higher doses that 
were orginally advised. 

Senator Wear: You have given us three instances. It seems to 
me that you are indulging in a great deal of conjecture. I am going 
to ask the question: Do you think any or all of them would have died 
if they hadn’t had the drug? 

Dr. Rens. I didn’t mean to give this impression, 

Senator Wuxy. What? 

Dr. Ress. I say I am sorry I did not mean to give yeu this impres- 
sion. We are attributing these four deaths to Diabinese, yes. 

Senator Witzy. That doesn’t quite answer the question. In other 
words, you are attributing. Have you any way of definitely answer- 


ing ~ question yes or no, that they would have or would not have 
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Dr. Res. These patients would not have died had they not been 
taking Diabinese. 

Senator Witey. That answers that. 

Mr. Dixon. In your statement, Dr. Dolger, on page 3 in the last 
paragraph you have referred to Dr. Popper’s statement that jaundice 
“is not related to dosage but to idiosyncrasy to the drug.” Then you 
make the statement: 

Furthermore, the incidence of 1 percent or half of 1 percent of jaundice should 
deter any physician from prescribing this agent when there is insulin or tol- 
butamide available, both of which never cause liver damage. 

I have heard the expression used here, “drug of choice.” Is that an 
illustration of a drug of choice ? 

Dr, Doreer. No, sir. If I may quote Dr. Popper’s last statement 
in the issue of the Annuals of Internal Medicine, December 1959, vol. 
51, p. 1230, he said: 

The use of a potentially dangerous drug is obviously discouraged if an equally 
effective nontoxic alternative is available. 

This was his opinion. 

Mr. Dixon. Would you concur in that opinion ? 

Dr. Dorerr. 100 percent. 

Mr, Dixon. That would be your drug of choice, then, one that was 
nontoxic? 

Dr. Doterr. Nontoxic. 

Dr. Warner. May I interject a comment here ? 

Mr. Drxon. Before that, sir, Dr. Hamwi stepped up awhile ago 
and made a comment. In exhibit 305, the Annals of the New York 
Academy of Sciences, of September 25, 1959, which published vari- 
ous papers presented at a symposium, there is a paper PoeaIPS on 
page 547 in which the first athe listed is George J. Hamwi. It is 
entitled “Comparative Pharmacology and Clinical Responses to 
Metahexamide.” The last paragraph is Point 9, Summary and Con- 
clusions, and reads as follows: 

It is felt that tolbutamide remains the drug of choice for initiation of oral 
hypoglycemic therapy. 

Do you still confirm that statement, Dr. Hamwi? 

Dr. Hamwt. May I expand, or do you want a yes or no? 

Mr. Dixon. I think you may answer it. It is your statement. 

Dr. Hamwt1. I would like to say that as far as drug of choice, the 
first drug to be used, tolbutamide with our present knowledge is prob- 
ably the drug of choice. I would say at the time that that statement 
andl: that information was obtained by us, which was, oh, I think—— 
when was that? There were so darned many of those things. 

Mr. Dixon, This volume was published September 25, 1959. 

Dr, Hamwt. Yes, all right. 

Mr. Dixon, The symposium was held in April 1959. 

Dr, Hamwr. It was in the spring. At that time, we were using 
much larger doses and with our experience with chlorpropamide we 
were having an increased incidence in side effects, and if you look at 
my paper on chlorpropamide presented at the symposium on chlor- 


propamide you will find that we reported an incidence of 17 percent 
side effects. 
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On the other hand, in our experience during the past year this in- 
cidence of side effects with the lower dose has been. decreased to ap- 
proximately 3 percent. Therefore, I don’t think that you can relate 
the impressions initially gained with the original use of the drug to 
a situation as it exists today. I think this is true of many, many 

rugs.‘ 

If I may expand a little, for instance, the incidence of toxicity to 
Digitalis up until 15 or 20 years ago was very high. It still is high. 
But I hope with more effective teaching and more effective under- 
standing that we are teaching our students how to use the drug more 
capably and less toxically. 

Mr. Drxon. Have you a personal example in your clinic where tol- 
butamide caused liver damage? 

Dr. Hamwt. No, sir; but by the same token if you ask me the same 
question about chlorpropamide all I can say is that in one case we 
developed an abnormal liver function response, one single chemical 
abnormality in one patient who is a known alcoholic and who we had 
followed for several years before who had gone through this phase of 
abnormal] liver function studies from’time to time. So in my ex- 
perience I have been fairly fortunate. 

Oh, I am sorry, now wait a minute. 

You are talking about the one case with metahexamide. I was 
referring specifically to chlorpropamide and to tolbutamide. There 
was one case with metahexamide who developed an acute hemalytic 
jaundice and associated toxic jaundice, both of them together, which 
is a very unusual case, and we were able to demonstrate in this par- 
ticular patient that there was a congenital enzymatic deficiency in the 
blood cells, an absence—do you want to be floored—shall I mention 
it? Well, some specific enzyme in the red blood cells that made them 
particularly sensitive to a whole class of drugs. This one case was 
with metahexamide. 

Mr. Drxon. I refer to your article, “The Effects of Chlorpropamide 
on Endocrine Function,” and so forth, which is at page 1003 of the 
Annals of the New York Academy of Sciences, March 30, 1959. 

Dr Hamwt. Yes, sir. 

Mr. Dixon. The last paragraph reads as follows before summary 
and conclusions: 

For the most part, no alteration of hepatie function could be attributed to the 
drug. However, in one patient with biopsy-proved hepatic cirrhosis, slight en- 
largement of the liver and increase in thymol turbidity titers occurred during 
chlorpropamide therapy. Similar episodes had occurred during periods when 
the drug was not being given. There were no manifestations of dermal hyper- 
sensitivity to the drug. 

Dr. Hamwr. You are merely repeating in formal language what I 
just told you. There was this one patient who had an abnormal liver 
function test. He did not have gross jaundice. He was an old al- 
coholic. We had, fortunately, followed him for several years before 
and every time he went out on a binge his liver function test would be- 
come abnormal. 

Mr. Dixon. But that was—— 

Dr. Hamwi. We could hardly——_, . |; 

Mr. Drxon. It was chlorpropamide, though, we are talking about 
in that example. 
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' Dr. Hamwi. We don’t know: what the relationship of chlorpro- 
amide in that specific instance was, That is why we were trying to 
very definite about that. 

Mr. Drxon. Excuse me. Dr. Dolger, you have a comment? 

Dr. Doxerr. I think I can cite a situation which proves the dif- 
ference between the two drugs very dramatically. In the current 
issue of the American Journal of Medicine, volume 28, which appeared 
this week, on page 658 is a situation of a woman who was admitted 
to our hospital, a 67-year-old lady who had been taking the chlor- 
propamide drug and developed jaundice after a 3-week administration 
of 250 milligrams a day. She developed jaundice which lasted for 
3 months. When the jaundice cleared up after this prolonged time, 
we decided to try her on a challenge between tolbutamide and chlor- 
propamide. We gave her tolbutamide, tested her liver function 
studies and they were absolutely normal, Then we substituted chlor- 
propamide and within 3 days her liver function studies were abnor- 
mal, indicating this woman was going to have liver damage again 
from this drug. Here was, to my knowledge, the first instance of a 
patient already subjected to liver damage by chlorpropamide who 
recovered. We tried her on Orinase and it had no effect and we put 
her back on chlorpropamide and it damaged again. This proves 
conclusively to me and to the medical public which will see this issue 
this very week that there is a difference between the two drugs as 
far as causing liver damage. 

Mr. Drxon. Before you comment, Doctor, to get the record straight, 
I have a copy of that article in my hand. It is entitled, “Intrahepatic 
Cholestasis Following Administration of Chlorpropamide.” May 
that, Mr. Chairman, be made exhibit 349? 

Senator Wiiey. That will be accepted. 

(Exhibit No. 349 may be found on p. 11466.) 

Dr. Rees. May I say something, Mr. Dixon, please? Are you 
finished? I would like to thank Dr. Dolger for bringing up this 
case. First of all, in this report which I have read in the American 
Journal of Medicine, he states that the liver function test following 
tolbutamide therapy were normal. This is true at least according 
to the report we have. The same liver function tests were normal 
after taking chlorpropamide, and I think he will not disagree with 
me there. However, in addition, one other test was performed. This 
was not performed after tolbutamide. So I do not think that this 
is a good analogy. I don’t think that we can make any comparison. 
Also, I would like to read a letter, if I may, dated July 14, 1959. 


Dr. Iezzoni, enclosed is the case report on— 
I will omit the name— 


that Dr. Henry Dolger asked me to send you. She was a lady admitted to 
our hosiptal in January with jaundice after having been on Diabinese 
previously, 

Signed by a physician on Dr. Dolger’s staff. Now, I return to the 
conclusion of the case report that this doctor sent to us at Dr. Dolger’s 
insistence. Discharged on April 13, 1959, with the etymology of 
jaundice in doubt. No mention of this was made in the report in the 
American Journal of Medicine. Furthermore, a statement I cannot 
quote exactly in the American Journal of Medicine article that there 
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was no other exposure to a agents. However, in that same 
case report, is it so stated that this patient was on phenalbutazone, 
and I think it is a well-known fact that that is a hepatoxic agent. 

Dr. Dolger also mentioned a few moments ago that he was not 
aware of other patients having been challenged on chlorpropamide 
after having developed jaundice. Had he read the Annals of the 
New York Academy of Science in its entirety, he would have noted 
three patients, that after developing jaundice had been put back on 
chlorpropamide. Neither one of those patients developed jaundice, 
and the question at that time was somewhat in doubt. 

Mr. Drxon. Do you care to comment, Dr. Dolger? 

Dr. Doreer. I just would like to quote again. The summary of my 
approach to this problem is paraphrasing Dr. Popper’s statement to 
this Medical Society in the Annals of Internal Medicine. He said: 


The future is bound to bring more, rather than less, drug-induced hepatic injury. 


The future is going to give much more trouble to the liver, and he 
is concerned with this problem because it is going to be more vital 
with the intrusion of other drugs and ather agents which will cause 
damage. 

The crucial question for the patient and physician is the risk in- 
volved. The answer entails the evaluation of the hepatotoxicity of a 


drug and the avoiding or minimizing of an injury with a known 
hepatotoxic drug. This is the essence of my feeling. A physician 
who prescribes a drug to a patient must weigh the safety of a drug 
versus its potency. I said this in my statement before. It doesn’t 
matter to me one damn how potent chlorpropamide is. If it is toxic 


to one-half percent, one-tenth percent, or one one-hundredth of a per- 
cent of patients with jaundice and kills one patient out of a million 
and the other drug does not, I will take the other drug. 

Senator Wier. I wonder whether you people serve different, in- 
terests. , 

Dr. Dotcer. To be sure. 

Senator Witey. Dr. Dolger, are you an advocate for Orinase? 

Dr. Dorezr. I am an advocate for the treatment of diabetic patients 
with proper treatment, insulin, diet, or Orinase as necessary. 

Senator Witey. And the gentleman who testified there is in favor 
of Diabinese, is that right? 

Dr. Rees. I am in favor of the use of Diabinese wherever indicated, 

Senator Witey. Now I have one other question. Dr. Dolger, have 
you any financial interest in promoting this drug? 

Dr. Dotcrr. None whatsoever, sir. 

Senator Witry. How about you gentlemen? Have you a financial 
interest in your drug? 

Dr, Rexs. I am employed full time with Pfizer Laboratories, but 
let me say, first of all, I am a physician, sir, 

Dr. Warner. I think this is important to know also, and T think 
lest there be an erroneous conclusion here I think one thing should 
be clearly straightened out, and this is that our ends are the same 
as physicians. We differ in our interpretation, but another thing 
bearing on this is the fact. that the ultimate good of any drug com- 
pany depends upon the usefulness of its products and their successful 
application in treating patients. 
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Dr. Hamwt May I say I have no financial interest in this, and I, 
too, am interested in seeing a fair deal for a drug that we consider 
useful in the treatment of diabetes. I think Dr. Dolger is entitled 
to his opinion, but I don’t think it reflects the opinion of the entire 
medical profession. 

Dr. Doterr. May I say that I have in the course of my experience 
been—I was the second person to use chlorpropamide in this coun- 
try—am I correct? 

Dr. Ress. That is my understanding. 

Dr. Doxeer. Your damn tooting. Dr. Iezzoni approached me in 
1958 and 1957. I kept trying this drug and my loyalty primarily is 
to my patients and if chlorpropamide were safe I would use it in 
preference to Orinase. It is cheaper and it has certain other advan- 
tages, but because it is not safe I must express my dissatisfaction 
with the drug and my absolute refusal to use it for my patients. 
Now, the question we must resolve is this: throughout my experi- 
ence I contacted Dr. Iezzoni and Dr. Iezzoni kept informing them 
of repeated difficulties with patient administration. These things were 
carried along for a year or two and suddenly as it seemed that my 
interest was beginning to be a chronic pain in the neck to the admin- 
istrators of the Pfizer Co., they more or less decided that this would 
be an area of investigation they would abandon. I feel that the recent 
experience with chlorpropamide was to me a disappointing one. The 
further elucidation of its toxicity has proven my original premise 
correct, and I still stand on the one finding that I must reiterate. My 
loyalty is to the patient himself. I owe no obligation to any com- 
pany.. The patient, my hospital, and my family, those are the only 
obligations I have. ; 

Mr. Cuumpris. Doctor, will you yield a moment ? 

Dr. Dolger, just before you testified we had Dr. Marble, and I 
einai he is probably one of the greatest authorities on this sub- 
ject, now he made no such sweeping indictment that you have made. 

Dr. Dotarr. No, sir. 

Mr. Cuumerts. He qualified Diabinese as to when it is good and 
when the doctor aoe be extremely cautious, and Mr. McKeen 
testified just the same this morning himself in his opening statement. 
There are areas where this drug should not be used. 

Now, I am using that as an introduction to what I want to ask you 
now. 

Do you feel as a doctor who is interested in curing people with 
diabetes, do you think it is in the best interests of the patients of the 
country not only with this illness but other illnesses for you and Dr. 
Hamwi and the two doctors representing Pfizer to, before the public, 
in a public hearing, to be discussing things that will not probably be 
reported in total accuracies because laymen will have to report what 
doctors are testifying to, and in the open bring out things that may 
seare the daylights out of the patient who is using either Orinase or 
Diabinese, like one competent person said in the room today, he said, 
“Tf I were a diabetic patient, I would go to the needle again if I were 
on oral drugs.” Do you think that is good to air out in public? Don’t 
you think the best place, if it is that important to you, that you should 
ask the chairman that this should be discussed in executive session or 


that you should take it before the symposiums that you people have 
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been talking about, so that if there is a grave difference of opinion, 
that with your experience you can either impress the person who is 
manufacturing this drug that there are certain dangers that - 
possibly haven’t foreseen, or take it up with the Food and Drug Ad- 
ministration? Don’t you think that that is the best place? 

Dr. Burton said the same thing when we were discussing another 
type of drug. To come here before a public hearing and discuss. 
things that Congress itself felt should not reach the public. That is 
why Congress passed the law, that there shall be no advertising of 
prescription drugs directly to the people. It shall be only to the 
doctor. If the Congress felt that the public should know all about 
these things when they are not familiar with them, then I think Con- 
gress would not have passed the law to prohibit direct advertising 
in ethical drugs like they do in proprietary drugs, for instance. I 
would like to have an answer to that speech I just made. 

Mr. Dixon. Mr. Chumbris, before the witness answers, may I state 
that these three doctors were subpenaed to appear here. 

Mr. Cuumeris. It was a friendly subpena, you know that, Rand. 
It was a subpena—it was a friendly subpena. As a matter of fact, in 
order to pay the doctors’ expenses or any other witness’ expenses, there 
must be a subpena to accompany them under our rules. The ques- 
think the fact that a subpena has anything to do with it. The ques- 
tion that I asked, I asked a question of, do you think it serves the best 
interests of the patient who may be a diabetic patient or any type of 
illness, to discuss what we have discussed here out in the open? If 
you feel so, just say it. 

Mr. Dixon. I think that is a decision that the chairman made, 
Mr. Chumbris. If you want to criticize the chairman, you had 
better criticize him and not let the doctor do it. 

Mr. Cuumpris. The chairman wasn’t here when this debate was- 
gotten into. 

He was across the hall. f 

Senator Wirzy. He can answer the question. I think it is a mat- 
ter now of trying to get something before the public that probably 
will be constructive in more ways than one, because it is very clear 
that doctors don’t agree. It is apparently clear that drugs don’t 
agree. Now we want to known what effects this is going to have gen- 
erally upon the thinking of those who take the drugs. The question 
is whether or not you think it is in the public interest that we should 
have discussions of this kind. 

Dr. Dorerr. This discussion would have not been necessary had 
the drug been prosecuted properly and lengthily for its FDA appli- 
cation, and if the advertising claims had been more consistent with 
the facts. You would not have found me on this floor this morning 
with anything to say. 

Dr. Rees. I would like to challenge that statement in that there 
was nothing wrong with our new drug application, and all of the 
material we presented to the Food and Drug Administration, 

I am sure anyone wishing to check upon the new drug application 
in reviewing all those cases will agree with me. Now there are one 
or two minor points I would like to clear up if I may, sir. One, we 
have a statement in here on the incidence of jaundice of 114 percent. 
I submit this is an incorrect statement also. To date we have re- 
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ceived reports of 25 cases of jaundice. It has been estimated in Mr. 
McKeen’s statement this morning that somewhere over 60,000 patients 
are receiving Diabinese at this time. 

However, yesterday members of the Upjohn Co. estimated over 
100,000 patients are taking Diabinese. Again a last point. Dr. 
Dolger stated that he was the second investigator for Pfizer with 
chlorpropamide. It was my understanding that he was No. 1. He 
was the first man that we contacted and received the first supply in 
this country. 

However, I do charge that all during this time repeated requests 
were made for written information upon his studies. To date we 
have none except for filling in a few blanks, on one questionnaire that 
was sent out last summer. No. 2, Dr. Dolger has stated that this is 
such a toxic drug, I would like to ask him what he has done with all 
those thousands of tablets we have sent him to the total of somewhere 
over 52,000 tablets of chlorpropamide. The last shipment was sent 
out on the 10th of March this year and totaled over 4,000. Also in 
our attempts at trying to find out more about his studies, one of our 
physicians contacted the clinic, the diabetic clinic at Mt. Sinai Hos- 

ital. 

t From the information received from those in attendance somewhere 
in the range of 50 patients, 51 I believe, have been on chlorpropamide 
at one time or another. At no time was there any severe incidence 
of toxicity for a total of eight patients with gastro-intestinal diffi- 
culties and all of these patients were taking 1 gram or in excess. As 
of March 1960, 25 of these patients are continuing on chlorpropamide 
without any evidence of side effects or toxicity. 

Dr. Dotger. Excuse me, 14 is the number. 

Senator Witzy. Mr. Kittrie wants to ask a question. 

Mr. Kirrrm. Dr. Dolger just one question; apparently you thought 
that this is the forum ei you can make your statement and maybe 
there is some good in this thing, but since the public is going to be 
listening to it I guess the public would like to know from your ob- 
servations how dangerous this product is. 

You said as long as there is any other products available you do not 
believe that a product should be used if there is 1 percent of jaundice 
or 1 percent of any other side effects. 

Dr. Doraer. Right. 

Mr. Krrrrim. Now it is known and it is obvious that any product 
that is being used, there is a certain degree of uncertainty about it. 
Every product has some kind of side effect. Now information sub- 
— here indicates that there are about 105,000 people using Dia- 

inese. 

If we take 1 percent of these people, and we would have to have 
about 1,000 people suffering from jaundice, do you have evidence to 
indicate that there are 1,000 people among those taking this drug that 
have suffered from jaundice, or 500, which is one-half a percent. I 
think the public is very interested in knowing how dangerous you 
claim this drug to be. Do you have any evidence? 

Dr. Doterr. We have no evidence for one reason. The incidence 
of jaundice even if it is a half of 1 percent may total in the course of 
this number 500 patients, scattered over this broad country. It would 
be difficult to find these patients reported. 
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First, nobody reports negative results. Two, these patients will have 
jaundice or may have jaundice which will not be diagnosed properly 
and I quote again from the current issue of the American Journal 
of Medicine where Dr. Shaffner says the following : 

Inasmuch as the chlorpropamide is increasingly used in diabetes the import- 
ance of calling attention to this manifestation of jaundice to prevent surgical 
exploration is obvious. 

In other words, he feels that patients are going to be operated on 
for jaundice surgically when actually all they will have is jaundice 
due to chlorpropamide. 

So you can see here that jaundice may be occurring and be masked 
as far as its origin from chlorpropamide. 

Mr. Krrrrm. Mr. McKeen is here and I imagine the regular prac- 
tice for any doctor that notices a side effect is to write to the manu- 
facturer and complain, is that right? 

Mr. McKeen. That is right, sir. 

Mr. Krrrrme. How many complaints have you had ? 

Dr. Warner. There are reports of 25 cases—29 cases, I’m sorry. 

Mr. Krrrere. That is the total number of complaints you people 
have had. 

Dr. Warner. This is the total number of complaints about jaun- 
dice; and I might add that this is over'a period of some 3 years, since 
the original clinical investigations of the drug started. Now I think 
one other thing: Since we are talking safety—and that ought to be 
mentioned here, I think—and refer back to the statement of Dr. 
Marble, in that this type of jaundice is usually a benign type and is 
reversable upon cessation of therapy. 

Death is not the result of this type of jaundice. 

Senator Witey. Gentlemen, the meeting stands adjourned. 

(Whereupon, at 4:45. p.m. the hearing was recessed, to reconvene at 
10 a.m. Thursday, April 28, 1960.) , 
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THURSDAY, APRIL 28, 1960 
U.S. SENATE, 


SUBCOMMITTEE ON ANTITRUST AND MoNnopo.y 
OF THE COMMITTEE ON THE J UDICIARY, 
Washington, D.C. 

The subcommittee met, pursuant to recess, at 10:15 a.m., in the 
caucus room, Old Senate Office Building, Senator Estes Kefauver 
presiding. 

Present : Senator Kefauver (chairman). 

Also present: Paul Rand Dixon, counsel and staff director; Peter 
N. Chumbris, counsel for the minority; Nicholas N. Kittrie, counsel 
for the minority; Lucile B. Wendt, attorney; Dorothy D. Goodwin, 
attorney; Dr. John M. Blair, chief economist; Dr. E. Wayles Browne 
Jr., economist; Dr. Irene Till, economist; Paul S. Green, editorial 
director ; and Gladys E. Montier, clerk. 

Senator Kerauver. The committee will come to order. 

I am sorry indeed that I could not be here with Senator Wiley for 
the balance of the hearing yesterday afternoon. I understand there 
were considerable fireworks, But I had to be in New York until 
early this morning. 

I feel that the matters discussed yesterday afternoon should be 
explored more fully and all the evidence in connection with it should 
be put into the record just as quickly as possible. Everybody should 
have an opportunity of being heard so as to get all of the facts in 
the record without any delay. But the Senate has met this morning 
at 10 o’clock to consider mutual security. Senator Dirksen is busily 
engaged on the floor and he wants to E here. Other Senators are 
engaged on the floor also, so an objection has been entered in line 
with the statement made by Senator Dirksen previously that ob- 
jection would be made to our sitting when the Senate is in session. 
So we have no alternative but to cause a lot of people a lot of incon- 
venience. Iam sorry about it. 

We will recess until next Tuesday. I think we will start at 9:15 
on next Tuesday morning to get in as much time as we can. I would 
hope that at that time any physician—including the two doctors 
associated with Pfizer who were here yesterday, and also Dr. Iezzoni, 
who seems to have been in charge of the clinical testing for 
Diabinese—might also be present. 

Dr. Loube will be the first witness on next Tuesday but we will 
try to hear everybody on that day so as to get all of the necessary 
information in the record. 
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We feel it is important that in connection with this hearing, every- 
thing about these drugs—their effectiveness, their side effects, pro- 
motion, and whatnot—should be testified to and known. We want 
to give everybody a full, ample, and fair hearing. 

We will stand in recess until 9:15 next Tuesday. 

(Whereupon, at 10:20 a.m., the hearing was recessed, to reconvene 
at 9:15 a.m., Tuesday, May 3, 1960.) 
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TUESDAY, MAY 3, 1960 


U.S. Senate, 
SuscoMMITTre on AntiTRUST AND Monopoiy 
oF THE COMMITTEE ON THE JUDICIARY, 
Washington, D.C. 

The subcommittee met, pursuant to recess, at 9:45 a.m., in the caucus 
room, Old Senate Office Building, Senator Estes Kefauver presiding. 

Present: Senator Kefauver (chairman). 

Also present: Paul Rand Dixon, counsel and staff director; Peter N, 
Chumbris, counsel for the minority; Nicholas N. Kittrie, counsel for 
the minority; Lucile B. Wendt, attorney ; Dorothy D. Goodwin, at- 
torney; Dr. John M. Blair, chief economist; Dr. E. Wayles Browne, 
Jr,. economist; Dr. Irene Till, economist; Paul S. Green, editorial 
director ; and Gladys E. Montier, clerk. 

Senator Kerauver. The committee will come to order. 

Senator Dirksen wanted to be here when the hearing started. We 
had announced it would begin at 9:15. He was unfortunately detained 
at the White House, but we expect him very shortly. However, I don’t 
think we can wait any longer. ° 

I have a statement which I wish to read, and I imagine he may be 
here before I complete it. 

Senator Dirksen has objected to further consideration of the prob- 
lem of side effects of Diabinese in open hearings, contending that the 
matter should be discussed in executive session. This was carried in 
the press. 

In my opinion, Senator Dirksen misunderstands the issue. Insofar 
as this subcommittee is concerned, the issue is not whether one drug 
is superior medically to another or indeed whether any given drug 
should be on the market, although we do have some interest, as every- 
one does, in whether a drug should be on the market. 

Rather it is the issue of whether advertisements for a drug—in this 
instance Diabinese sold by Pfizer—are excessive in their claims of 
efficacy and give inadequate information on possible injurious side 
effects, with the result that fair competition is destroyed. 

Of all the factors making for the commercial success or failure of 
an ethical drug, none is more important than the information received 
by physicians concerning its side effects. In his constant desire to pre- 
scribe for his patient the best and safest drug, the busy practicing 
physician gives great weight, as indeed he should, to the question of 
whether the drug may have injurious side effects. The importance of 
this is coeuneiand not only by the drug companies themselves, but. by 
large banks and investment houses. Documents obtained by the sub- 
committee from some of the Nation’s largest commercial banks and 
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investment companies reveal that, in deciding how to invest the huge 
funds at their disposal, the managements of these institutions attach 
great importance to what they hear about a new drug’s side effects. 

In the subcommittee’s hearings on corticosteroids it was brought 
out that in a period of only about a year the new drug dexamethasone, 
introduced by Merck and sold by only two other large companies, 
became the largest selling steroid hormone, with more than 30 per- 
cent of the market for corticosteroids. Merck’s share along was over 
25 percent. This was accomplished by the use of what in the drug 
industry is referred to as a “blitz” promotion campaign which fea- 
tured the claim that dexamethasone has fewer side effects than the 
earlier steroid hormones. As was brought, out in the hearings, this 
claim is not supported by the medical literature. Nonetheless, the 
campaign was strikingly successful, to the detriment of sales of earlier 
drugs, such as prednisone, which could be sold by both large and 
smal] companies. 

A similar “blitz” campaign has been launched by Pfizer for Dia- 
binese which also ‘has proved to be strikingly successful. In slightly 
more than a year Pfizer has captured approximately one-sixth of the 
current market for oral antidiabetic drugs and its sales are rapidly 
increasing. Currently featured in virtually every advertisement for 
this new ahig is the claim that it is “free from significant incidence of 
serious side effects.” During the hearings this claim was challenged 
by Dr. Henry Dolger, chief of the Diabetes Section, Mt. Sinai Hos- 

ital, New York, and by Dr. Alexander Marble of the famed Joslin 
linic, Boston, Mass. 

Dr. Marble agreed that any doctor who was led to prescribe Di- 
abinese on the basis of such a claim would be “badly guided,” and 
that the problem is accentuated by the fact that most prescriptions 
for oral antidiabetic drugs are written by the busy general practi- 
tioner and not by diabetic specialists who are better able to keep 
informed of the technical literature on their specialty. During pre- 
vious sessions of the hearings a number of doctors have testified that 
a drug company, engaged in a “blitz” promotional campaign, should 
not ignore or minimize reference to side effects in its advertising on 
the grounds that it has provided such information to doctors in the 
form of brochures or package inserts, 

This view also is held by Dr. William H. Kessenick, Medical Di- 
rector, Bureau of Medicine of the Food and Drug Administration, 
who on February 8 of this year made the following remarks before a 
central regional meeting of the Pharmaceutical Manufacturers As- 
sociation in Chicago: 


A new drug application is made effective on the basis of evidence establish- 
ing that the pharmaceutical is safe for use as suggested in its labeling, mainly 
this. very carefully worked-over brochure furnishing physicians adequate infor- 
mation for use of the drug. This brochure is labeling referred to on the label 
of the drug as “literature available to physicians on request.” In practice the 
physician is besieged with literature without his: request. Much too com- 
monly the literature mailed and detailed to the profession exaggerates the ad- 
vantages of ‘the drug and purports to furnish adequate information for its use 
but fails to state the information concerning contraindications, side effects, and 
necessary precautions. 

This volume of information repeated as it is by multiple mailings and appear- 
ing in most medical journals, eventually lulls the physician into believing he has 
been given enough information about a drug and so why request any more. 
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The full story frequently never reaches the physician and this is the problem. 
Obviously such promotion of new drugs is misleading and dangerous. 

We are approaching—if we have not already reached—a state of 
affairs where commercial success is going not necessarily to the com- 
pany with the best and safest drug, but to the firm which is least 
restrained in its advertising. Quite apart from the question of its 
effect on public health, this situation will have a profound influence 
on the future structure of the industry with particular reference to 
the position of smaller companies and of those large firms which ex- 
hibit a greater sense of responsibility to the medical profession in 
their advertising claims. 

Far from being irrelevant to the subcommittee’s inquiry, the ques- 
tion of misleading advertising lies at the heart of how significant 
shares of the market are obtained and the subcommittee should and 
must pursue this subject in its inquiry. It is not the subcommittee 
who is making the claims that Diabinese is “free from significant in- 
cidence of serious side effects” or that it is the “oral antidiabetic most 
likely to succeed.” A company making such claims should not be 
permitted to operate on the basis that these and related assertions will 
never be subject to public examination. 

We will have to proceed at this point, although Senator Dirksen 
has not arrived. hen he comes, I know he will have some observa- 
tions to make. We will interrupt whoever may be testifying in order 
to give him an opportunity of doing so. 

(An exchange of letters Sibwias nators Kefauver and Dirksen 
on the subject may be fownd on p. 11442.) 

Mr. Cuumerts. Mr. Chairman, if we must continue at this time, 
may I, on behalf of Senator Dirksen, make just this one observation 
on the opening statement ? 

When you say that, and I am quoting you: 

In my opinion, Senator Dirksen misunderstands the issue. Insofar as this 
subcommittee is concerned, the issue is not whether one drug is superior medi- 
cally to another or indeed whether any given drug should be on the market. 
Rather, it is the issue of whether advertisements for a drug—in this instance 
Diabinese sold by Pfizer—are excessive in their claims of efficacy and give 
inadequate information on possible injurious side effects with the result that 
fair competition is destroyed. 

I may point out, Mr. Chairman; that Senator Dirksen, in his dis- 
cussions with you and in his letter, specifically pointed out that his 
main objection at this time, not going into questions of concentration 
and administered prices and so forth, was in having doctors debate 
in open session, as occurred Wednesday afternoon, going into the 
safety, into the efficacy, into issues of toxicity of a specific drug. 
Now, that was the issue. 

Now, we have had questions of advertising all through these hear- 
ings sinee last December. They have been debated back and forth— 
the question of what is the interpretation of the Federal Trade Com- 
mission Act and so forth. 

But this deals specifically with the'statement that Dr: Dolger made, 
which he later stated, as 1 understand it, he retracted his statement; 
that it was not the statement that he made before the microphone. 

That is the issue that got out in the press,.and in which Dr, John 
Reed, past president of the American Diabetes Association, called 
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Senator Dirksen, but couldn’t reach him. He talked to me. He called 
Senator Eastland’s office, saying that he was outraged at the fact that 
this matter would be discussed in open session. 

Now, we have here a telegram from Milwaukee, Wis., from the 
State Medical Society of Wisconsin— 


urges your serious consideration of the following resolution adopted May 1 by 
its council. 

Whereas current hearings before the Kefauver committee studying the phar- 
maceutical industry have produced conflicting testimony on the indications and 
contra indications of specific drugs by trade name; 

Whereas reports of this nature confuse the public by causing concern, doubt, 
and hesitation on the part of the patient in accepting the recommendations of 
the physician as to proper treatment: Now, therefore, be it 

Resolved, That the council of the State Medical Society of Wisconsin in the 
interest of public health and welfare urges that these hearings be conducted in 
such a fashion as to avoid public controversy concerning specific drugs whose 
merits may in themselves be controversial among scientists and physicians; 
be it further 

Resolved, That the press of Wisconsin be commended for its reverse in han- 
dling similar intraprofessional discussions which are published regularly in the 
Wisconsin Medical Journal or as a result of the postgraduate programs of the 
State Medical Society, both of which are essential to the continued scientific 
growth of the profession. 

JAMES C. Fox, M.D. 


We have another one here from Memphis, Tenn., Dr. Rychener, 
president of the Tennessee State Medical Association. 


Members of our association are alarmed by reports here that Senate Subcom- 
mittee on Antitrust and Monopoly has scheduled medical witnesses for May 3 to 
argue side effects and defectiveness of oral antidiabetes drug. No greater harm 
can be done to those patients throughout the country who have confidence in their 
new drugs. This action will set a dire precedent in trying the prescribing prac- 
tices of physicians before a nonmedical body which is incompetent to judge these 
practices. Urge your committee not to permit such hearings wherein medical 
practices are adjudicated by nonprofessionals. 


Then one from the Secretary of the Illinois State Medical Society, 
and one from the chairman of the Council of the Michigan State Medi- 
cal Society. And here is one from the professor and chairman of the 
Department of Medicine, University of North Dakota School of 
Medicine. 


As a diabetes specialist who limits his practice to 1,200 cases of this disease, 
I challenge Dr. Henry Dolger’s indictment of a safe and useful drug, Diabinese, 
in the treatment of selected diabetic patients. Among a large number of my 
patients not one has suffered any proven ill effects of this drug, properly used. 
If Dolger, “Refuses to prescribe the drug,” he is posing himself as an expert on 
Diabinese without experience. I further challenge the right of the Kefauver 
committee to incite unwarranted panic among 60,000 patients, being successfully 
treated with Diabinese, through open hearings with premature news releases 
which is tantamount to a charlatan invasion of organized scientific medicine. 


This is a copy of a telegram that went to the chairman. 

Now, Mr. Chairman, this issue is far different from discussing in 
this hearing room the question of what is good advertising and what 
is bad advertising. 

I might cite just one instance. I believe it was Dr. Seidell who was 
discussing the question of whether he thought an advertisement was 
misleading. Senator Hruska asked him this question: 


Do you believe that the drug that was cited in that advertisement was a good 
drug? 
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_And he said: 


Yes, it was a perfectly good drug. It should be on the market. I am not 
complaining about the drug. I am complaining about how it was advertised. 

But Dr. Dolger did more than that. He recklessly made a state- 
ment that this Diabinese drug caused so many deaths, and that is the 
type of thing that Senator Dirksen was referring to in not having it 
out in the open. 

Have either an executive session, we could sift through the material, 
find out whether it is a fact or not, and then if the subcommittee felt 
that it should be made public, we know that executive sessions are 
closed as far as the subcommittee wants to keep it closed. 

Tf it wants to make it open to the public, it can release that informa- 
tion to the public. 

So I think that Senator Dirksen’s point is he does not misunder- 
stand the issue at all. He fully understands the issue, and that is why 
it was seriously raised on April 30, rather than in December or Jan- 
uary or February or March, although there were questions of jurisdic- 
tion of the subcommittee even going into the question of advertising. 

Senator Kreravver. Thank you very much, Mr. Chumbris. I had 
to leave the hearing when Dr. Dolger testified before it was completed, 
and Senator Wiley was good enough to take over and conduct the 
hearing the rest of that afternoon, which I appreciate. I am in- 
formed, and the record so indicates, that Dr. Dolger had not com- 
pleted his presentation when Mr. McKeen, two physicians associated 
with Pfizer, and Dr. Hamwi asked to be heard at the same time, so. 
that an extensive colloquy followed. 

Dr. Dolger had other statements that he wished to make, but he 
did not have an opportunity ‘of presenting them, so we will let him 
complete his statement, which will be put in the record. 

Dr. Dolger’s supplementary statement will be furnished to Mr. 
McKeen for any comment by him or by physicians of Pfizer. I 
think it should be pointed out that Dr. Dolger is an eminent physician 
in the diabetic field. He was first selected, according to the testimony, 
to test Diabinese, and worked with it for two years. Dr. Upjohn,. 
I believe, agreed that he was one of the foremost men in this field. 

Dr. Dolger said that of some 2,000 case reports submitted to the 
Food and Drug Administration at the time of the application, de- 
spite the occurrence of 43 deaths and a number of instances of jaun- 
dice, the drug was approved for public sale in 1958. 

Someone may get the inference that he meant the drug caused the 
43 deaths. He was merely reporting, which I think is true, that 43 
of the patients whose cases were submitted to the Food and Drug 
administration, out of 2,000, did die for one cause or another. 

Dr. Dolger, I understand, had expected in his subsequent oral 
statement to discuss that point in more detail when the interruption 
came in his presentation. He will be given an opportunity of com- 

leting it. 
. The other point raised by Mr. Chumbris is that some alarm might 
be expressed by patients over the use of the drug. We have no con- 
trol over what a witness may say, but I believe that if there is a . 
drug on the market about which the doctors are not getting full in- 
formation as to its uses and side effects, if they are getting adverise- 
35621—60—pt. 2012 
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ments that may mislead them, they ought to know about it. There 
ey be some forum, some method, of getting the information to 
them. 

As to nonprofessional groups, the Federal Trade Commission has 
a certain amount of jurisdiction in connection with misleading ad- 
vertising. They have a case against Pfizer right now. Asa nonmedi- 
cal group, they, of course, make their assessment on the basis of 
medical testimony that might be presented. 

I personally think that a pharmaceutical company ought to be 
so careful and so accurate in the presentation of all necessary infor- 
mation to the physician that it can stand the spotlight of public 
opinion in whatever the forum may be. 

If there are eminent physicians who hold views that the informa- 
tion coming to them is misleading, I think the medical profession 
should know about it. I can only reiterate, particularly as to this 
committee, that these are matters that affect competition. These are 
matters that affect whether sales will be made by companies which 
encourage careful testing and more careful advertising. These are 
matters that affect the opportunities of small pharmaceutical houses 
to get into the market oat to compete successfully. 

dvertising in the ethical drug industry is related to competition. 
We want to know whether companies engage in fair competition. 
The antitrust laws are concerned with unfair and unlawful discrimi- 
nation. We want to know whether the antitrust laws are adequate 
to take care of unfair types of competition which may exist in the 
advertising of ethical drugs, and if not, what amendments can be 


approved to cover these situations. aan 

Sur jurisdiction is well recognized. I think these are matters that 
ought to be testified to so that everybody will have an understanding 
about them. That was the consensus of the ott of the committee 


members who met yesterday, although Senator Dirksen could not 
be there and therefore no formal action was taken. 

We will proceed on that basis. 

Mr. Cuumpris. Mr. Chairman, I just want to make one short ob- 
servation. 

You mentioned the fact that advertising that goes to the doctors— 
now I think that the record is replete with evidence that although 
the advertising—and we have to classify advertising. We have to 
classify advertising in the Medical Journal, which is a brief reminder 
to the doctor that a certain drug is on the market. And advertising 
by direct mail. 

But the main point isthe material that goes to the doctor with the 
drug, itself, and that is what doctors contend is the matter, what we 
call labeling. That is where it comes under the jurisdiction of the 
Food and Drug Administration. 

I think the record at this’ point should show that the’ doctors not 
only receive the advertising in medical journals, direct advertising, 
but they are guided by, primarily, the labeling of the drug, and 
where all of the significant facts with all of the side effects and all 
the cautions are in that material that, comes with the drug, 

Besides that, most of the doctors’ testified who eal and the 
experts—some of them were experts and some of them it was ques- 
tioned whether they were experts—stated that the final analysis is 
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the doctor who prescribes that drug to the patient, because he knows 
who the patient is; he knows whether the patient who may have 
diabetes and may also have high blood pressure or some other disease. 

Therefore, he has to give him one drug for one particular disease 
and the other drug for his diabetes. 

So he has to weigh what type of a diabetic drug he wants to give. 

I think that at this point that we just can’t talk about advertising 
because advertising is only one phase of the information that gets to 
the doctor. They get these booklets and they have references, physi- 
cian’s desk references, and. so forth, that. set forth in detail much of 
this material that a doctor should have. 

Senator Keravver. Mr. Chumbris, you may want to justify mis- 
leading brochures and other materials that. are sent to physicians by 

harmaceutical houses. I cannot do so. While doctors do try to 
ook at the whole story, I think, undoubtedly, these brochures un- 
doubtedly have a substantial effect on their overall opinions. At least, 
that is the statement of Dr. Kessenick, Medical Director of the Bu- 
reau of Medicine of the Food and Drug Administration, whose views 
I quoted in my opening statement. It is the ads that we are primarily 
talking about here which have to be measured each on its own merits. 
So we will proceed. 

Mr. Cuumerts. But I am not here to justify anything, Mr. Chair- 
man, Weare here to get the facts and to see—— 

Senator Keravuver. That is what we want to get, too. 

Mr. Cuumsris. That is right. 

Senator Kerauver. We want to get them out in the open, too. 

Mr. Cuumpris. When I pointed out the fact it is not merely adver- 
tising but other material that gets to the doctors and the doctors’ 
final analysis, I want to make sure that that is in the record at this 
point, tak I am not here to justify anything. 

Like Senator Dirksen, Senator Wiley, and Senator Hruska stated 
many times, those drug companies are able to take care of themselves. 
They have got competent staff. We don’t have to sit up here and fight 
their battle. We are here to see that the record is straight. We have 
a particular philosophy on this subject. You have yours, and I am 
just pointing out what our philosophy is. 

Senator Keravver. All right. We thank you. 

As to the competency of the staffs who present these matters for 
the drug companies, I certainly agree that they are able people. 

Our first witness this morning—he has been here on three mornings 
and has patients waiting for him—is Dr. Samuel B. Loube, M.D., of 
Washington, D.C., accompanied by Dr. Irwin Ardam. 

Mr. Cuumenris. I have a question to ask on behalf of Senator Dirk- 
sen that he asked me to make, if he weren’t here. Does Dr. Loube 
have a prepared statement ? 

Dr. Louse. Yes. 

Mr. Cuumpris. Was it furnished to the members of the subcom- 
mittee 24 hours before the hearing date? I will refer again to what 
Senator Hruska warned on Tuesday, April 26. 

He said: 

I don’t want to be cast unfairly into the role of being an obstructionist, and 
I know that Senator Dirksen, our colleague, has been by some because he has 


_— attention from time to time to the committee certain rules which we 
go by. 
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Now, we either ought not to have those rules or we ought to sort of go by 
them. We are now dealing here with a very intricate and highly technical sub- 
ject. Certainly, the Senator from Nebraska does not know much about it tech- 
nically. I still want to stand by my suggestion that depending on the type of 
statement that is brought here and one thing or another, I may be constrained 
to object to hearing witnesses unless there has been sufficient time given to 
the members of the committee to scan the testimony which they are about to 


have. 

I have been asked to cite, Mr. Chairman, the Reorganization Act 
on page 22. 

Senator Kerauver. Mr. Chumbris, we have heard that several times. 

Mr. Cuumeris. I just want to note it for the record. I want to- 
read that particular portion into the record, section 133-E: 

Each standing committee shall, so far as practical, require all witnesses ap- 
pearing before it to file in advance written statements of their proposed testi- 
mony and to limit their oral presentations to brief summaries of their argument. 
The staff of each committee shall prepare digest of such statements for use of 
the committee members. 

It is also the same language which is in the rules of the Manual 
of the U.S. Senate and there is also the same language in the rules 
of the Judiciary Committee. 

Now, Dr. Loube was here on Thursday, I believe it was. Senator 
Hruska has made his point and Senator Dirksen has made it, also. 
There was no reason in the world why he couldn’t have given his pre- 
pared statement to the eight Senators on this subcommittee so that 
that they would know what he was going to state this morning. 

Senator Kerauver. Mr. Chumbris, we nn to get on with the hear- 
ing. I know that there is an effort to harass and to slow down the 
hearing. 

Mr. Cuumpris, That took 30 seconds, Mr. Chairman. That is not 
harassing the hearing. It took 30 seconds to read that objection, 

Senator Keravuver. Very well. 

Mr. Cuumpris. And what the rules state. Like Senator Hruska 
and Senator Dirksen said, we ought to follow the rules or not have 
them. 

Senator Knrauver. We understand, but many witnesses come here- 
without any prepared statement. Pfizer gave us its statement the 
afternoon before the hearing. We have received a summary of Dr. 
Ardam’s findings, which has been given to you. 

We do the best we can. We try to get statements as quickly as we: 
can and get them around to you, but sometimes it is not possible. 
Sometimes witnesses don’t have a prepared statement, and I doubt 
very much if a Senator ever wen one before a committee has fre- 
quently furnished his statement 24 hours in advance. 

So we will proceed now. 

Dr. Loube, I have a short biographical sketch of your education, 
background and experience, which I will put in the record. Dr. 
Loube, is an associate in medicine at the George Washington Uni- 
versity School of Medicine, and an associate at the University Hos- 
pital and District of Columbia General Hospital. He is a member of 
the American Diabetes Association, the Endocrine Society, and past 

resident of the Diabetes Association of the District of Columbia. 

rom 1955 to 1956. 
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Our information is that Dr. Loube is one of the outstanding and 
best. qualified physicians in this area in the field of diabetes, and 
that is the reason he was asked to make the analysis which will be 
discussed. 

He is accompanied by Dr. Irwin Ardam, a well-qualified physician 
who worked with him in making this statistical analysis. 

(The biography referred to may be found on p. 11441.) 

Senator Keravuver. Dr. Loube, will you proceed now? 


STATEMENT OF DR. SAMUEL D. LOUBE, WASHINGTON, D.C.; ACCOM- 
PANIED BY DR. IRWIN H. ARDAM, SILVER SPRING, MD. 


Dr. Louse. Before presenting this summary of chlorpropamide 
case reports, I should like to explain and emphasize for the subcom- 
mittee the exact nature of this compilation. My colleague, Dr. Ar- 
dam, and I, were told that the subcommittee was in possession of a 
large number of case reports describing experience with chlorpropa- 
mide which had been submitted by the Pfizer Co. to the Food and 
Drug Administration with application for approval of this drug. 

There being no summary at hand of the information contained in 
these case reports and the technical nature of the data being difficult 
of comprehension by nonmedical personnel, it was felt that the data 
should be reviewed and abstracted in such a fashion as to render its 
contents understandable by the subcommittee, 

The material consisted of 15 volumes each containing some 100 or 
more case study reports. 

Senator Kerauver. These are the 15 volumes over on my right at 
the committee table? 

Dr. Lousr. Those plus one here. In each one of these reports the 
investigator had made entries on a four-page form on which he indi- 
cated briefly the characteristics of the diabetes, the previous therapy, 
and its degree of efficacy, the duration of treatment, dosage and evalu- 
ation of control with chlorpropamide and tolerance and side reactions 
to the medication. 

Senator Krravuver. The form that you speak of was submitted to 
us by Mr. McKeen of Pfizer, and it is exhibit 329. Is that right? 

ean No. 329 may be found on p. 11289.) 

r. Lounge. Yes. Work sheets were included on which the investi- 
gator listed the results of laboratory studies and clinical notes. 

Our technique consisted simply of copying a list of data from each 
of the case reports we surveyed directly from the reports to large 
master sheet charts so that they could be totaled according to some of 
the individual items and classifications. 

This was a tedious and laborious task involving many hours of 
painstaking copying and charting by Dr. Ardam. It is hoped that it 
will have served—— 

Senator Keravuver. Dr. Ardam is resident physician at George 
Washington, I believe? 

Dr. Arnam. Yes, sir. 

Senator Keravuver. All right. 

Dr. Lounge. It is hoped that it will have served a useful purpose in 
assembling a suitable, large, random sample of the case study material 
into assimilable form. 
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The first 489 cases, volumes 3 to 6, were taken consecutively. The 
cases were classified as to their diabetic control, excellent, good, fair, 
poor, and to various side effects of the drug. 

The control classification was obtained from check sheets submitted 
in the volumes and the side effects were taken from the various in- 
vestigators’ clinical progress notes and laboratory data submitted. 

No attempt was made on our part to evaluate the classifications 
of the investigators, but these were listed as objectively as possible 
as recorded in the case reports. 

Of these 489 cases, 76 cases were not reported as to degree of di- 
abetic control, and these cases and their side effects were omitted from 
the tabulations. 

In the remaining volumes 7 to 17, the first and subsequent fifth 
cases of every investigator were reviewed in a similar manner. 

All patients who died while on study are listed with comments. 
Table 1 is a summation of the cases listed as to degree of control and 
side effects. 

Senator Kerauver. As I understand it, table 1 is a summary of —— 

Dr. Loune. A summary of 413 cases in which the degree of control 
was indicated iby the investigator. Of this group, 196 were consid- 
ered as being excellently controlled; in 123 the control was listed as 
good; in 39 cases, as fair; and in 55 cases the degree of diabetic con- 
trol was referred to as ‘ 

Senator Kerauver. Since this document contains several tables, we 
will make all of this exhibit 350. 

(Exhibit No. 350, including all tables referred to, may be found 
on p. 11325.) 

Dr. Louse. Side effects were referred to in a total of 128 cases of 
this group.of 418. Jaundice in 3,.an abnormality of thymol turbid- 
ity test. in 11, and elevated alkaline phosphatase in 1, nausea in 30, 
vomiting in 9 eases, abdominal distress in 14, dizziness in 11, ataxia 
in 1, weakness in 138, headache in 4, cerebral vascular accidents have 
occurred ‘in 6, skin disturbances in 21, blood disturbances in 5, and 
a group which we have referred to as miscellaneous and’ which will 
be deseribed subsequently in 41. 

Of the total of 489 cases included in these volumes 3'to 6, there were 
24 deaths. This refers simply to deaths which were noted by the 
investigator as occurring during the period reported in the individ- 
ual case reports, 

Senator Kerauver. So that we can get the record clear immedi- 
ately, you don’t know what the cause of the deaths were? 

Dr. Lounr. We will refer to these, but they are simply deaths 
that occurred during the course of the study. 

Senator Knrauver. As reported in these volumes of case studies? 

Dr. Louse. Yes. | 

Senator Krravver. Out of how many? 

Dr. Louse. This is out of the total of 489. 

Senator Krrauver. You said you eliminated a certain number of 
the——- 

Dr. Lovusr. We eliminated from consideration in totaling the side 
effects on table 1, all the cases in which the degree of control was 
not listed. So that the side effects refer only to 418 cases.’ The 24 
deaths refer to the total of 489 cases in these four volumes. 
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Senator Kerauver. All right, sir. 

Dr. Louse. I might note that because of the occurrence of more than 
one side effect in a given case, the total listing of side—of individual 
side effects should not be expected to equal the figures shown as the 
“Side Effects: Total Cases.” 

Senator Keravver. Say that again so we will understand. 

Dr. Louse. If you will observe the total cases in which side effects 
were reported, it was 128. The total of individual side effects re- 
ported is in excess of 128, and this is simply because in a given case 
more than 1 side effect may have occurred. 

Senator Kerauver. I understand. 

Dr. Lousr. The following is an elaboration of the side effects. 

Jaundice: 3 cases. In case 13-30, jaundice occurred 1 day after 
the drug was discontinued because of a skin rash. At a later date, the 
drug was restarted. No jaundice appeared this time but the recur- 
rence of a skin rash again caused discontinuance of the drug. The 
jaundice was of the obstructive type (by laboratory examination) 
and subsided over a 3-week period. Dosage was 1.0 gram per day 
m the month preceding jaundice and 0.5 gram per day in the week 

ore, 

Case 13-45 (1019, IV), obstructive jaundice developed. Dosage 
was 0.5 to 0.25 gram per day. The patient was subjected to surgery 
and a stricture of the sphincter of Oddi was found which was surgical- 
ly corrected. Postoperatively, chlorpropamide was discontinued and 
at this time the jaundice subsequently returned to normal. ‘There 
was a question by the investigator as to whether this was coincidental 
with stopping the drug, or whether this was due to operative 
correction, 

Case 13-116 (1319, IV), jaundice developed and cleared while 
chlorpropamide therapy was maintained, Clinical impression by 
the investigator was probably infectious. hepatitis. Dosage—1.0 
gram per day wiitially and reduced to 0.25 gram per day. 

Other liver function tests: This refers to 11 cases in which the 
thymol turbidity was reported as abnormal and 1 case in which the 
alkaline phosphatase was reported as abnormal. 

I, might mention that these are simply tests which indicate dis- 
turbances of liver function. 

Of the 11 eases with elevated thymols, the dosage varied from 
1.0 to 0.1 gram per day. 

Four cases with elevated thymol had no control studies. This means 
there was no basis for eomparison with a pretreatment thymol level. 

One case also had an increased alkaline phosphatase. However, this 
was the case of the patient with the stricture of the sphincter of Oddi 
mentioned above. 

In one case the thymol was initially elevated but fell to within 
normal limits while the drug was maintained. 

In one case there ‘was a question by the investigator of anicteric 
hepatitis. That refers to liver inflammation without jaundice. The 
drug was temporarily discontimued and then resumed at a later date 
without side effects. 

In four cases there was associated in one a 4 plus cephalin floccula- 
tion and three, in addition to the abnormality of thymol turbidity, 
had an elevated icteric index. 
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Gastrointestinal: The gastrointestinal complaints consisted mainly 
of nausea, vomiting, and abdominal distress—abdominal fullness, 
bloating, cramps—and constituted the bulk of side effects with a total 
of 53 cases or 12 percent of the total side effects. 

Some patients had more than one complaint. The dosages ranged 
from 2.0 grams per day to 0.25 gram per day. 

One case had an exacerbation of a duodenal ulcer. This patient 
had previously perforated the ulcer while on Orinase therapy. 

Seven cases had disappearance of all symptoms while chlorprop- 
amide was maintained. 

Two cases had subsidence of symptoms at a lower dose (1.5 to 0.4 
gram per day and 2.0 to 0.5 gram per a d 
In two cases, the symptoms persiste 

tinued. 

Two cases had similar complaints on previous therapy (one with 
Orinase and one with insulin). 

In one case symptomatology was questionably (by the investigator) 
due to a viral enteritis. 

One case had egeete for the first 4 days, but also had an ele- 
vated blood sugar. The dose was increased from 1.0 to 1.5 grams per 
day and symptoms cleared. 

The remaining 37 cases of gastrointestinal side effects had no fur- 
ther elucidation as to their gastrointestinal complaints. The dosages 
ranged from 1.5 to 0.25 gram per day. 

Central nervous system: Twenty-nine patients or 7.2 percent of the 
cases had central nervous system complaints exclusive of cerebral vas- 
cular accidents. These complaints consisted of dizziness, weakness, 
ataxia, and headache. The dosage ranged from 3.0 grams per day 
to 0.2 gram per day. 

Four cases had clearing of symptoms on a lower dose (1.0 to 0.25; 
1.5 to 0.4; 1.5 to 1.0; 1.5 to 0.5). 

One case of ataxia occurred in a patient who received 3.0 grams of 
chlorpropamide per day. This was listed as a drug overdose by the 
investigator. Blood sugar was 160 milligram percentage. This pa- 
tient also suffered from dizziness. 

One patient with weakness had had similar complaints previously 
on insulin. 

One patient with headaches was thought by the investigator to be 
questionably due to a viral infection. 

One case with dizziness had symptoms for 1 day only. Fasting 
blood sugar on the day prior to the complaint was 72 milligrams per- 
centage. 

One case with weakness had symptoms for 2 days which then 
cleared. Fasting blood sugar 130 milligram percentage. 

The remaining cases had no further elucidation as to their symp- 
toms. 

Cerebral vascular accidents: Cerebral vascular accidents occurred 
in six patients while being studied. 

Case 13-2 (845, IV), Cerebral vascular accidents occurred 2 days 
prior to starting chlorpropamide and was listed by the investigator 
as ~ cause of death. Patient was on 0.5 gram per day at time of 
death. 


after the drug was discon- 
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Case 13-9 (918, IV), 62-year-old female with diagnosis of cerebral 
arteriosclerosis. Was on 2 grams per day of chlorpropamide from 
October 30, 1957, to November 12, 1957. 1.5 grams on November 13, 
1957. Hypoglycemic reaction occurred. November 14, 1957, coro- 
nary occlusion; drug discontinued. Two-hour post prandial blood 
sugar—263 milligram percentage ; November 19, cerebral vascular acci- 
dent—fasting blood sugar (F BS) 235; November 26—pulmonary in- 
farct resulting in death. 

Case 13-22 (925, IV), 65-year-old female with chronic brain hym- 
drome receiving 1 gram per day of chlorpropamide, October 4, 1957, 
cerebral vascular accident, drug discontinued ; 2-hour post cibum blood 
wage 278 milligram percentage on day prior to cerebral vascular ac- 
cident; October 13, 1957, discontinued due to cerebral vascular 
accident. 

Case 13-28 (949, IV), 84-year-old female with chronic brain disease 
on 0.5 gram per day of chlorpropamide; drug discontinued on Feb- 
ruary 25, 1957 (reason unknown); fasting blood sugar 119 milli- 
gram percentage. February 26, 1957, cerebral vascular accident oc- 
curred and led to death. 

Case 18-32 (967, IV), 76-year-old female with manicdepressive 
psychosis on 0.25 gram chlorpropamide per - April 2, 1957, 
cardiac vascular accident and drug discontinued. Fasting blood sugar 
233; died on April 6, 1958, due to cerebral vascular accident. 

Case 13-37 (987, IV), 51-year-old female on 1 gram per day of 
chlorpropamide. December 8, 1957, cerebral vascular accident oc- 
curred and drug discontinued ; no blood sugar at the time of the 
cerebral vascular accident. However, all previous samples were nor- 
ae to increased on same dosage; December 29, 1957, died due to heart 

ailure. 

Skin reactions: Skin reactions occurred in 21 cases (5 percent). 
The dosage ranged from 2.5 to 0.25 gram per day. 

Six cases developed a rash which subsequently cleared while the 
drug was maintained. 

One case developed a rash for several days. The drug was dis- 
continued, then restarted at a later date. No rash recurred. 

Thirteen cases developed a rash necessitating discontinuance of the 


ug. 

(a) Of these, there were two cases of exfoliative dermatitis. One 
of these patients (who also had petechiae) was also on Raudixin and 
there was a question by the investigator as to whether Diabinese or 
Raudixin was the allergic agent. 

(6) In another one of the 13, chlorpropamide was restarted and 
the rash recurred. 

One case had generalized pruritus (which means itching), but no 
rash, 
Blood disturbances. There were five cases (1 percent) with ab- 
normalities of the hematopoeitic system noted. These are as follows: 

Case 6-5 (533, III), unexplained anemia with hemoglobin vary- 
ing from 10 to 7.4 grams and red blood cells 3.85 to 2.9 million cubic 
millimeters. Dosage of chlorpropamide 1 to 1.5 grams per day. 

Case 13-28 (949, IV), this case already mentioned (the fourth 
under cerebral vascular accidents). In addition to other findings men- 
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tioned, patient also had anemia (hemoglobin—9.2 grams percentage). 
Initial hemoglobin recorded as 11.4 grams percentage. Chlorpro- 
pamide dose was 0.5 gram per day. 

Case 15-4 (1558, V), this patient had a lymphocytosis. The dos- 
age of chlorpropamide was 0.5 to 0.25 gram per day. The lower 
dosage was maintained and after 6 weeks a normal differential de- 
veloped (investigator’s letter, p. 1545-A, IV). 

Case 23-1 (1852, VI), patient developed a leukopenia (which means 
a low white blood cell count) on 0.5 grams per day of chloropro- 
pamide. White blood cells initially 5,500 cubic millimeters and fell 
to 2,600 to 3,600 millimeters. 

Case 27-35 (2119, VI), patient developed a mild neutropenia on 
0.5 gram per day. 

Miscellaneous. Forty-one miscellaneous side effects (10 percent) 
were noted. Under this heading we listed all other side effects not 
previously mentioned. 

Some of the groupings such as the cephalin flocculation test and the 
symptom of diarrhea should more properly be classified under liver 
function tests and gastrointestinal complaints. However, they are 
included here because they were not listed as frequently by most of 
the investigators as were some of the other results, and no specific 
entry column for them was provided. 

Hypoglycemia occurred in 12 cases. The dose of Diabinese ranged 
from 1.5 to 0.25 gram. 

(a) One case: Hypoglycemic coma—blood sugar 28 milligram per- 
centage. 


Responded to vigorous therapy. 
(5) One case died suddenly from a probable myocardial infarction 
(investigator’s ae The relationship of hypoglycemia and 


myocardial infarct is not clear from the records (case 27-8 ; 2041, VI). 

2. Cephalin flocculation test was abnormal in 10 cases. The dose of 
chlorpropamide ranged from 1 to 0.1 gram per day. 

(a) Four cases with elevated cephalin flocculation had normal 
thymols and alkaline phosphatases. In one of these cases, the ceph 
floce returned to normal while the drug was maintained. 

(6) One case the ceph floce decreased to within normal limits 
while the drug was maintained. 

(c) One case had some question (by the investigator) of pretreat- 
ment. liver pathology. 

(d) One case had a concomitant rise of the thymol along with the 
ceph floce while on therapy. 

(e) No further ebocidation was made concerning the othér cases. 

8. Icteric index was abnormal in 10 cases. Chlorpropamide dose 
ranged from 1 to 0.1 gram per day. 

(a) Two of these patients died. (1) One patient from congestive 
heart failure. Autopsy—enlarged heart; cholecystitis and cholili- 
thiasis; normal liver. (2) Death due to pneumonia. Autopsy; bron- 
chopneumonia; liver normal. 

(6) Four cases with initially elevated icteric indices decreased to 
within normal limits while the drug was maintained. Of these, there 
were two cases with originally normal thymols, alkaline phospatases 
and bilirubins. One case had an elevation of the thymol while the 
icteric index dropped to normal. 
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4. Diarrhea occurred in five cases. The dose —— from 1.5 to 
0.25 grams per day. (@) One case symptoms persisted after the drug 
was discontmued. 
5. Paresthesias occurred in two cases with the drug dose ranging 
from 1.5 to 0.4 grams per day. One of the cases had disappearance 
of symptoms at the lower does (0.4). 
6. Stomatitis and pruritis occurred in one case at a dose of 0.5 
gram per day. Symptons cleared when the drug was discontinued. 
7. Burning sensation of the eyes occurred in one case. Drug dose 
0.5 to 0.2 gram per day. 
8. Drowsiness occurred in one case. Drug dose 1.5 grams per day. 


DEATHS 


This column includes those instances in which the case report in- 
dicates that the patient died of whatever cause. 

Twenty-four patients died while on the study. The following is 
a brief résumé of these deaths. The attribution of the cause of death 
represents the impression of the investigators of the cases and not 
personal judgments on our part. 

Senator Keravver. Let me make it clear—you mean by the in- 
vestigators you are talking about, the physicians who made the clini- 
cal reports on Diabinese? 

Dr. Louse. Yes. 

Senator Kuravuver. To whom Diabinese was sent by Pfizer, is that 
correct? 

Dr. Louse. That is correct. 

1. 80-year-old male—previous CVA; death attributed to myo- 
cardial infarct. Patient off Diabinese almost 2 months prior to 
demise. Diabetic control, excellent. 

2. 69-year-old female: Death attributed to pneumonia and conges- 
tive heart failure. Diabetic control, fair. 

3. 61-year-old female: Hypertensive cardiovascular disease with old 
hemiplegia; previous bilateral-diabetic gangrene and midthigh ampu- 
tation on left. Death attributed to acute pyelonephritis versus acute 
appendicities. Diabetic control, poor. 

4, 58-year-old female: Chronic brain syndrome associated with 
central nervous system syphilis. Death attributed to arteriosclerotic 
heart disease. Fasting blood sugar 170 milligram percent on day 
prior to demise. Diabetic control, good. 

5. 86-year-old female: Previous leg amputation due to gangrene. 
Death attributed to cerebral-vascular accident which started 2 days 
prior to starting drug. Question by investigator as to whether hyper- 
glycemia (that is the elevated blood sugar) was due to diabetes or 
CVA. Diabetic control, poor. 

6. 47-year-old male: Alcoholic. Received regular insulin along 
with Diabinese. Death attributed to diabetes mellitus (clinical im- 
pression). Autopsy: Pulmonary emboli, chronic interstitial fibrosis 
of pancreas; liver normal. Diabetic control, poor. 

7. 74-year-old female. Schizophrenic. Death attributed to con- 
gestive heart failure. Autopsy: Enlarged heard cholecystitis—chole- 
lithiasis, normal liver; nephrosclerosis. Diabetic control, excellent. 
8. 80-year-old female: Senility. Death attributed to septicemia 
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with metastatic abcesses in right lung; submaxillary abcess. Diabetic 
control, good. 

9. 52-year-old female: Sudden chest pain. Death attributed to 
pulmonary infarct. Diabetic control, good. 

10. 57-year-old female: Mental deficient, Death attributed to 
brenchopneumonia. Autopsy : bronchopneumonia, liver normal, neph- 
rosclerosis. Diabetic control, good. 

11. 78-year-old female: Cerebral arteriosclerosis. Death attributed 
to cerebral thrombosis. Fasting blood sugar 70 on day prior to de- 
mise. Diabetic control, fair. 

12. 62-year-old female: Cerebral arteriosclerosis. November 13, 
1957, hypoglycemia; November 14, 1957, coronary occlusion; Diabi- 
nese continued November 19, 1957, cerebral-vascular accident; No- 
vember 26, 1957, death attributed to pulmonary infarct. Diabetic 
control, good. 

13. 65-year-old female: Senility. Death attributed to cerebral- 
vascular accident; 2-hour post cibum blood sugar, 278 milligram per- 
cent, on day prior toCVA. Diabetic control, good. 

14. 55-year-old female: Chronic brain syndrome associated with 
cerebral hemorrhage. Death attributed to myocardial infarct and 
CVA; no hypoglycemia noted. Diabetic control, fair. 

15. Soueal male: Cerebral arteriosclerosis. Death attributed 
to uremia; drug discontinued 4 days prior to demise. Diabetic con- 
trol, good. 

16. 85-year-old female: Cerebral arteriosclerosis. Death attributed 
to a Drug discontinued 4 days prior to death. Diabetic con- 
trol, fair. 

17. 84-year-old female: Senility. Death attributed to CVA; no 
hypoglycemia. Drug discontinued 2 days prior to demise. Diabetic: 
control, fair. 

18. 76-year-old female: Manic-depressive psychosis. Death attri- 
buted to CVA; fasting blood sugar*124, 2 days prior to CVA and 233: 
on day of CVA. Diabetic control, good. 

19. 51-year-old female: December 8, 1957, CV A, drug discontinued.. 

No blood sugar at time of CVA; December 29, 1957, death attributed 
to heart failure. Diabetic control, good. 
20. 71-year-old female: Cerebral arteriosclerosis. March 11, 1957, 
fasting blood sugar 45, anorexia, drug discontinued (dose 0.25 gram 
per day); March 15, 1957, death attributed to CVA; no blood sugar 
recorded at this time. Diabetic control, good. 

21. 64-year-old female: Hypertensive cardiovascular disease. De- 
veloped severe hypoglycemia with coma as consequence of chlor- 
propamide therapy (1 gram per day). Hypoglycemia prolonged 
and resistant to therapy. Comatose throughout entire hospitaliza- 
tion. Developed bronchopneumonia, to which death attributed. Dia- 
betic control, not listed. 

22. 59-year-old female: Arteriosclerotic heart disease. Death at- 
lente to myocardial infarct; no hypoglycemia. Diabetic control, 
good. 

23. 61-year-old female: Death attributed to toxic hepatitis. Patient 
on following drugs: 1. Chlorpropamide, 0.5 gram per day; 2. “Azo- 
trax” (Tetracycline, Sulfamethizole, Phenylazodiamino-pyridine). 

Azotrax was started week prior to onset of clinical jaundice. It 
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was. given foran upper’ respiratory infection. No jaundice was 
noted by physiciaw at: time of starting ofAzotrax. Diabetic control, 
not listed. ** reskin tity 

24. 55-year-old: female: Obese. Death attributed to myocardial 
infarction. Apparently also had hypoglycemia, but relationship of 
the two conditions not clear in the record. Diabetic control, fair. 

‘Table 2 is a compilation of cases selected by taking the first and 
subsequent fifth case of every investigator in the remaining volumes 
VII to XVII. As can be noted, the figures of this sample group 
coincide very closely with the results obtained in the consecutive cases, 
Therefore, no further breakdown is given now. 

Senator Kerauver. Let’s see if we understand table 2. After the 
first four volumes 

Dr. Lounr. After the first four volumes we abandoned the study 
of consecutive cases one after another, and felt that a random sampling 
of cases from all of the other investigators would be appropriate. 
To this end, we then selected the: first and—we decided to select the 
first and fifth case submitted by every investigator and totaled these. 

Senator Krrauver. 1,500 were made, so you took the first and fifth, 
which amounted to 240% 

Dr. Louse. 240 of these cases in which the control was reported. 
Again, we eliminated the cases from consideration of the side effects 
in which the control was not reported. 

Senator Krerauver. The percentages are given in the center column 
of the side effects and results for the sample, is that correct ? 

Dr. Louse. Those percentages in the center column refer to the 
results in this sample, and they are compared in the third column 
with the similar percentage of the previous sample which were con- 
secutive cases in four volumes. 

Senator Krrauver. And they are very close together ? 

Dr. Louse. Yes. 

Senator Kerauvrer. Do you care to comment on the similarity of 
the findings? 

Dr. Lousr. The similarity strikes me as being demonstrative of 
the fairness of the sampling in the second portion. 

Mr. Krrrriz. How about the number of deaths? In the first part, 
you actually had 24 deaths out of a total of 489 cases. Then the 
number of cases was reduced to 240. All you have is two deaths, 
which is a drop of 500 percent. That is only 1 percent of deaths 
against 5 percent in the first cases. Isn’t that a rather surprising 
drop? 

Dr. Louze. Do you want me to interpret this? 

Mr. Krrrrte. Yes; I was just wondering. 

Dr. Louse. I don’t believe I can interpret this. It would seem 
to me that perhaps there is a difference in the case populations as 
‘ described in the various volumes. Certainly the number of deaths 
described previously is a high mortality in a circumscribed period of 
study, and I would assume without knowing that perhaps a hospital 
population or populations in a mental institution or something of this 
sort might have been involved. 

Mr. Cuumpris. Dr. Loube, I think the point that Mr. Kittrie is 
bringing out, earlier in answer to a question, there was a close rela- 
tionship between the sampling and the actual 489 cases that you took 
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originally. In other words, 46 percent for the sample and 47 percent 
for “excellents,” in your table 2, whereas your deaths was 1 percent 
on your sampling and actually 5 percent on the original 489 tabula- 
tion, so the variance is in the death column, but the others, I think 
you pointed out, they are fairly close together. 

Dr. Louse. I would agree with this. 

Senator Keravuver. Let’s make it clear—since you examined the 
first 489 and then in the sampling 240, the 240 is a sample of the 
remaining 1,500; is that correct? 

Dr. Lousz. That is correct. 

Senator Kerauver. So, actually, you do not know the number of 
deaths in the total 2,000? 

Dr. Louse. No. 

Senator Kerauver. You would have to go through all the cases, as 
was done on the first four volumes? 

Dr. Louse. That is correct. 

Senator Keravver. All right, sir. Will you proceed ? 

Dr. Lousn. Table 3 is a tabulation of all cases in volumes ITI-X 
of the study who were started on Diabinese and subsequently taken off 
the drug. No attempt was made here to ascertain the reason for dis- 
continuing the drug, i.e., whether due to side effects, poor control, or 
poor patient cooperation, or any other factor, This chart indicates 
the totals of 1,018 cases given Diabinese; 246 or 24 percent were sub- 
sequently taken off the drug. We correlated this with the degree of 
control under-—— 

Senator Kerauver. What is that 24 percent ? 

Dr. Louse. Of the total number—this total sample of patients, 1,018 
patients reported in volumes III to X. 

Senator Kerauver. Go ahead with your table. 

Dr. Louse. Of this group of 246, the reports indicated that 41 had 
been excellently controlled on Diabinese; 62, the control, was referred 
to as good; 57 fair, 57 poor, and 29 there was no indication as to the 
degree of control. 

Senator Kerauver. What do you mean by control, Dr. Loube ? 

Dr. Lousgr. Control refers to the entry made by the investigator on 
the front checksheet of each case report in which he simply evaluates 
the degree of control of the diabetes. 

Mr. Drxon. Could the patient still suffer side effects although the 
control was excellent ? 

Dr. Louse. Yes. 

Senator Krrauver. So whether there is excellent, good, fair, or 
poor control has no reference to the side effects ¢ 

Dr. Lousg. That is my understanding, that this refers to the control 
of the diabetes. 

Senator Kerauver. And without reference to side effects? 

Dr. Louse. That is right. 

Senator Kerauver. Al] right. 

Dr. Louse. This concludes the report. 
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Senator Kerauver. Doctor, we have several advertisements here 
which I think are being sent out today. One of them says: 


With properly regulated dosage Diabinese is free from significant serious side 
effects. 


This is from another advertisement : 


Free from significant incidence of serious side effects, an oral antidiabetic 
most likely to sueceed, almost complete absence of unfavorable side effects, 
Diabinese will eventually prove to be the drug of choice in the sulfonylurea 
groups. 

With your experience, what do you say about these claims ¢ 

Dr. Louse. I would consider it a privilege to make several personal 
comments if I may first reemphasize that these are divorced from our 
function in abstracting the case report data for the subcommittee. 

The three oral antidiabetic agents currently available for prescrip- 
tion, tolbutamide, chlorpropamide, and phenethylbiguamide, all 
represent valuable additions to our therapeutic armamentarium in 
the management of diabetes. Perhaps even more significantly, their 
use and study is contributing greatly to the knowledge of the nature 
of diabetes, and might potentially provide important keys for the 
ultimate elucidation of the as yet unknown causes and cures for 
the diabetic syndromes. The laboratory and clinical investigators 
who have worked so diligently to make available the long hoped for 
preparations which can be used now to replace insulin injection 
therapy in a significant number of diabetics, deserve our respect and 
gratitude. 

In regard to the reported incidence of side effects, it should be 
pointed out that it is not at all unusual that medications which are 
used from day to day in medical practice, and are of great value, 
are known to have a significant number of side effects. In the case 
of the drug under consideration today, I do not personally feel that 
the side effects described should be construed as prohibitive of the 
effective use of this medication when properly indicated and especially 
when properly administered. 

I do feel, however, that the side effects are distinctly of sufficient 
importance to be carefully brought to the attention of any physician 
who plans to use chlorpropamide in the treatment of his diabetic 
patients. The large majority of the diabetic patients in our country 
are treated by general practitioners who for many reasons may not 
be familiar with the results of carefully developed research studies 
and the evaluation by experts of such new drugs as chlorpropamide. 
Rightly or wrongly, they rely on the information passed on to them 
by the advertising media of the pharmaceutical companies. 

I acknowledge that, as Mr. McKeen pointed out in his testimony 
here, his company did distribute the report papers with accurate statis- 
tics concerning chlorpropamide. These were distributed widely 
among the profession. It came to my office, and I assume they came 
to the offices of most other practicing physicians. 
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Yet many of us feel that too frequently such information is pre- 
sented in the form of pressure advertising. The physician is inun- 
dated with reams of slogans, pretty pictures, graphs, and large print 
claims such as those that you have just referred to. The physician 
is human, and busy and, I believe, can be influenced to acceptance 
and perhaps injudicial use of new drugs before he has an opportunity 
to familiarize himself thoroughly with the potential disadvantages or 
hazards of their use. I would strongly hope that somehow the great 
pharmaceutical companies who have done so much to advance the 
standing of American medicine could exercise a measure of self- 
restraint in their advertising to the profession. 

Could there not be some means by which the nature of the presenta- 
tion of the claims could be realistically modified and more information 
presented which would be helpful in the effective use of these medica- 
tions by the practicing physician ? 

Senator AUvER. Doctor, the point is that these ads, by them- 
selves do not give all that information that you are talking about. 
Do you think that in some cases they might mislead a practicing 
physician ¢ . 

Dr. Lousg. Yes, I do. 

Senator Keravuver. Do you think in view of this finding that it is a 
fair statement to say that Diabinese is “free from a significant inci- 
dence of serious side effects,” and that there is “almost complete ab- 
sence of unfavorable side effects” ? 

Dr. Lousg. No. 

Senator Keravver. I am referring now to the analysis you made. 

Dr. Lousg. This would certainly mislead me were I not familiar 
with material such as has been presented here today, or material pre- 
sented in various analyses in other medical journals. 

Senator Krravuver. Here is an ad that was sent to physicians by 
Pfizer, dated May 1959, which will he made exhibit 351. 

(Exhibit No. 351 follows :) 
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Senator Keravver. I don’t know if you have seen it or not, but 

under “Safety” it says: 
Diabinese is “well tolerated with minimal side effects in the therapeutic range 
of 100 to 500 milligrams. Its striking effectiveness and “almost complete ab- 
sence of unfavorable side effects” have led to the prediction that “Diabinese will 
eventually prove to be the drug of choice in the sulfonylurea group.” 

The quotation apparently refers to an article in the West Virginia 
Medical Journal, December 1958, which will be put in the record as 
exhibit 352. 

(Exhibit No. 352 may be found on p. 11340.) 

Senator Keravuver. In the first place, do you think that is a correct 
statement or a misleading statement? I mean, would you agree with 
the statement ? 

Dr. Louse. No; I certainly would not agree with this. 

Senator Kerauver. We have examined the article here in the West 
Virginia Medical Journal on which this quotation is based, and which 
is blown up and cited as an authority in the advertisement on 60 cases. 

Do you think 60 cases are an adequate number to support a finding 
of this kind? 

Dr. Louse. It would depend, Senator, on how these 60 cases are 
selected and how they are studied and followed. I don’t think simply 
the number 60 is adequate to indicate whether this is a suitable study 
from which to draw any sweeping conclusions. 

Senator Krrauver. But this is not in accord with other medical 
findings, not in accord with the diagnoses of these reports themselves; 
is that right? 

Dr. Louse. This is the way it would seem to me. 

Senator Kerauver. Can you give any reason as to why the company 
would take an article from the West Virginia Medical Journal by a 
general practitioner with 60 patients, and make a general statement in 
its advertisement when it had the diagnoses of all these cases, which 
show a very different situation ? 

Dr. Lousr. You are asking me whether I could—— 

Senator Kerauver. Which do you think the physician ought to 
have, all of this 

Dr. Lousr. I would say that if one patient, if only one patient in 
a thousand might have died because of the use of a drug, or if there 
has been one case of jaundice in a large number that was serious or 
potentially serious, or one case of severe exfoliative dermatitis which 
could be traced to the drug, that these constitute, to me, a significant 
number of serious side effects. 

As a practicing physician, to me, if one of my patients develops a 
serious reaction, this, I consider, to be significant. 

If the ad is worded, “No significant incidence of side effects,” there 
may be a ditferent interpretation of “significant.” 

In terms of total number, as I said before, this is not a strikingly 
large number in consideration of a useful drug. 

Mr. Cuumeris. On that point, Doctor, let’s say you have a patient 
and you find out that insulin is not the best thing for him, and the 
other two or all drugs don’t do quite the job because they might be 
less potent than Diabinese. 

Then you figure that Diabinese is the drug that you should pre- 
scribe for him, but there are certain side effects. ‘Then don’t you have 
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to judge which is the more preferable for him to take: Diabinese and 
meet..a side reaction, or not to take Diabinese and not have his dia- 
betic illness properly treated? 

Dr. Louse. Of course. 

Mr. Cxuumerts. So you still have the decision even though it is 
one out of a thousand ¢ 

Dr. Louse. Of course; of course. I don’t mean to imply for a 
minute that I wouldn’t use Diabinese when properly indicated. 

Mr. Cuumenris. And Dr. Hans Popper said the same thing. He said 
certain illnesses require certain drugs and it is up to the doctor, in 
the final analysis, what decision he is going to make. 

Dr. Lous. There is no question about that. 

Senator Kerauver. But the point is that doctors should have ac- 
curate and not misleading information in the advertisements sent to 
them. 

Dr. Louse. Yes. 

Mr. Cuumpris. That, again, comes to the doctor, He has to analyze 
the advertisement. He doesn’t have to follow it. Do you understand 
my last point, Doctor? 

I mean you read advertisements. You may read a paper. But still 
you are going to make the final decision. 

Dr. Louse. This is precisely 

Mr. Cuumpris. And if a doctor does not take all of the precau- 
tions necessary to protect his patient, he is failing a little in his re- 
sponsibility there, isn’t he, because he prescribes the drug ? 

If I cite a wrong case in court, I am going to face the responsibility, 
not my client. He is going to lose the case, but I am the one who is 
going to be responsible for not citing that right case, and citing the 
wrong case. 

Senator Keravuver. I am not interested in Orinase or Diabinese. 
Do you use Orinase also ? 

Dr. Louss. Yes. 

Senator Keravuver. Do you use more of it than Diabinese ? 

Dr. Lous. Considerably more. In my hands, in my experience, 
I have found Orinase to be a drug that is virtually free from serious 
side effects, so that I use this and rely on it. 

I have a particular concern in regard to hypoglycemia. And this, 
to me, constitutes the principal advantage in my hands of Orinase 
over Diabinese. This is that the best, the most suitable, candidates 
for the use of oral drugs fall in the older age group. The older age 
xroup are prone, because of their vascular disease, cerebral vascular 

isease, to deleterious effects from low blood sugar. 

We rarely, if ever, find serious incidences of hypoglycemia, of low 
blood sugar, associated with the use of Orinase, whereas, as I men- 
tioned here, this occurs as one of the effects and perhaps as part of 
the effectiveness of chlorpropamide. 

Senator Keravver. Here is a quotation from Pfizer: 

Diabinese will eventually prove to be the drug of choice in the sulfonylurea 
group. 

That is another quotation taken out of context from Dr. Sheppe. 

“Drug of choice”—are these words of art in the pharmaceutical and 
medical professions ? 
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Dr. Lousg. I wouldn’t be qualified to say; but, in my opinion, it 
would not be that this would be the drug of choice or that it would 
become the drug of choice. 

Senator Kerauver. On the question of your concern about hypogly- 
cemia—that is lowering of the blood sugar, isn’t it? 

F Dr. Louse. We use the term to refer to lowering to an undesirable 
egree. 
senator Kerauver. Yes. 

Dr. Lousg. Below normal. 

Senator Keravver. I notice a good many of these patients reported 
in the records here had hypoglycemia and some of them passed away. 

I have here a memorandum of July 11, 1958, which didn’t come to 
us until Mr. McKeen was here the other day testifying, and which 
hadn’t been reported to us in the Food and Drug Administration file. 

This memo by Dr. Iezzoni talks about a patient having developed 
hypoglycemia and having died. Dr. Iezzoni says: 

Chlorpropamide may have contributed to the onset and development of con- 
gestive heart failure. The mechanism of this might have been the development 
of hypoglycemia. 

We will make the entire memo exhibit 353. 

(Exhibit No. 353 may be found on p. 11343.) 

Senator Kerauver. Is there a connection between hypoglycemia and 
heart and vascular failure? 

Dr. Lousr. Yes; there may very well be. One thing that I think 
should be pointed out at this point is that hypoglycemia, in a strict 
sense, ought not to be construed as a side effect. Wivceiytinin is a 
direct effect of a blood sugar lowering agent. And so to a great 
degree, lowering of the blood sugar is a valuable effect of this medica- 
tion, of this group of medications. 

However, in consideration of the use of insulin, which ‘has been 
used now for many years and has*evolved a considerable experience, 
patients die from hypoglycemia who get too much insulin. This hap- 
pens not rarely that an overdose of insulin in older persons partic- 
ularly will produce a state of insulin shock, and this is highly dele- 
terious. 


It may lead to paralysis or hemiplegia, or heart attacks and to 
death. 

In this sense, the hypoglycemic effect of chlorpropamide is not a 
side effect but a direct effect, but one with which the physician who 
uses the medication ought to be thoroughly familiarized. 

Senator Kerravver. Doctor, in the treating of diabetes, is it im- 
portant that a patient, in order to cooperate, be aware of these mat- 
ters so that he understands what side effects might occur and what 
might be the result? Is that an important part of treatment ? 

Dr. Lousr. Yes. I think nowhere in medicine is there a group 
of patients who ought to be as thoroughly familiar with every aspect 
of their disease than the diabetic patients. 

Senator Kerauver. You are talking about the patient in saying that 
nowhere in medicine should there be a fuller understanding of a 
disease than in diabetes ? 

Dr. Louse. And its management. 
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Senator Kerauver. We are talking about this in public. We have 
a report which has been carefully analyzed. Do you see any harm 
in doing so? 

Dr. Lousr. Yes; I do. 

Senator Keravver. Will you explain that? 

Dr. Lovsg. I think, unfortunately, much of what has been said here 
can be misinterpreted by the diabetic patient who may be under treat- 
ment with Diabinese. I feel that that type of misinterpretation would 
be very harmful to this patient emotionally and to his relationship 
with his doctor because, unfortunately, he may have culled the im- 

ression from reports of this meeting that his doctor has been per- 
ane duped into giving him a harmful drug, and I think this is far 
from the truth. 

Personally, I would not feel that the entire proceedings, being 
capable of being misconstrued in their reporting as they may be, 
ought to be available to the lay public generally and to the large 
number of patients who are being successfully and harmlessly treated 
with Diabinese. 

Senator Kreravuver. How can you discuss ads such as we have here 
without getting information about the actual findings from the re- 

orts? 
Dr. Louse. I am not referring in any way to the hearings being in- 
seeropeiate: Your question—perhaps I misconstrued your question, 
I thought, Senator, that you asked whether the patients with diabetes 
ought to have this as part of their background of information. 

Senator Kreravver. What I am trying to ask you is: Do you think 
that analyzing these reports and giving the results and just what the 
facts are, in order to measure these advertisements and claims, is in 
the public interest? 

Dr, Louse. Oh, yes; please excuse me. I though that—somehow 
or other, I thought that you were inferring that this information— 
was the direct awareness of what is going on here valuable to the 
diabetic patient. I misinterpreted your question. 

Mr. Cuumpnis. That is the part that you disagreed with? 

Dr. Lovusg. Yes. 

Mr. Cuumpris. You said that it may be misinterpreted ? 

Dr. Louss. Yes. 

Mr. Cuumpris. And misconstrued. That was Senator Dirksen’s 
point in trying to have that phase of it, not the advertisement part 
but that phase of the-——— 

Senator Krravver. You do not think that anything you have said 
will be misinterpreted or misconstrued, do you ? 

Dr. Louse. I think it might be. I think a patient might very well 
jump to the wrong conclusion. He might read the first line of a 
paragraph that indicates X number of deaths among so many cases, 
and immediately say, “Oh, my heavens, I have this possibility of dying 
because of this drug that I am taking.” 

Senator Keravver. The doctor has fuller information by virtue of 
your diagnosis of these reports which tell him the true situation. 

Dr. Louse. Yes. 

Senator Kreravver. Does he not? 

Dr. Loune. Yes, sir. 
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Senator Kerauver. He would rely upon his physician in that re- 
spect, or he should ? 

Mr. Lousg. I hope so. 

Senator Keravuver. And this does give the physician fuller infor- 
mation rather than taking 60 cases as was done from the article in the 
West Virginia Medical Journal by one advertisement; is that true? 

Dr. Lousg. That is true. 

Senator Keravuver. All right, sir. Mr. Dixon. 

Mr. Dixon. No questions. 

Senator Kreravver. Mr. Chumbris. 

Mr. Cuumepris. Mr. Chairman, at this point, if the Pfizer people 
have any comment, maybe it would be appropriate, and I think that 
since the matter has been brought out, I have no questions. I think 
that Dr. Loube has stated it. I want to compliment him for his an- 
swer to your one question, that the matter might be misinterpreted, 
srg that is exactly the point of view that Senator Dirksen has 
raised. 

Mr. Krirrrm. Dr. Loube, on the basis of this study that you con- 
ducted, the information you got, would you say that the Food and 
Drug Administration was wrong in approving the application of this 
new drug? 

Dr. Lousr. I would not want to be—I do not feel qualified to 
evaluate their approval or disapproval of a drug. I don’t know what 
their regulations or criteria are. I would not want to be in a position 
of passing judgment on that. 

Mr. Krrrrm. You are a specialist in diabetes. If you had to ap- 
prove this drug, would you approve it on the basis of this information 
that you have before you? 

Dr. Louse. Not at this time. 

Mr. Krrrrre. Yet at the same time you say that you continue 
using it. - 

Dr. Louss. I do use the drug to a limited extent in my practice. 

Mr. Krrrrm. So I mean you recommend wise using, but you would 
not have it approved generally, is that it? Because I mean you go on 
using it and at the same time you would not have the drug approved ? 

Dr. Lovsr. That is true. 

Mr, Kirrrre. Kind of an odd situation. I just wanted to know. 

Now, on the basis of all this, do you not feel that there is maybe a 
little extremity in the position of Dr. Dolger the way he said: 
Despite the inclusion of 43 deaths and a number of instances of jaundice, the 
drug was passed for public sale in 1958. 

I mean he seems to be critical of the Food and Drug Administra- 
tion for not doing their job properly because there were many cases 
of jaundice. And then the information that you analyzed here indi- 
cates about one-half of a percent of jaundice. Would you consider 
that extremely high? 

Dr. Louse. No, but I think if we total with the jaundice the other 
evidence of liver abnormalities that were included, we come to some 
roughly 4.5 to 5 percent where there is evidence of liver abnormality. 
I would say that this is not extremely high, but this is significant. 

Mr, Krrrrme. Thank you very much. Thank you, Mr. Chairman. 

Senator Kreravuver. Dr. Loube, do you know about other oral anti- 
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diabetic drugs that have less side effects than Diabinese where the 
companies themselves dropped their clinical testing in their effort to 
get ere 

Dr. Lousg. It depends on whether you mean less side effects numeri- 
cally or less side effects in terms of their potential hazard. 

The drug Metahexamide, for instance, in some studies was indicated 
to have an incidence of side effects of 5 percent, and yet because some 
of these side effects were fatal or potentially fatal, a liver involvement, 
this drug was dropped from further study and further promotion. 

Senator Kerauver. How about Carbutamide? 

Dr. Lousg. I cannot, I do not believe I know the total incidence of 
side effects of Carbutamide, but I believe the same thing applies, that 
because of the serious nature of the side effects that this drug was also 
dropped from study. 

Senator Kerauver. From an article by Dr. McGavack in the Ameri- 
can Geriatrics Journal and in various other places we have found 
that chlorpropamide is listed with toxic reaction 8 percent, which is 
apparently information that has been furnished from somewhere. It 
is actually 27 percent or 30 percent, according to your investigation. 

Dr. Louss. Let me clarify this, if I may, for a moment. If you 
try to reconstruct how these statistics were culled, this is a situation 
in which the investigator is alerted, as I understand it, to report 
everything that happens to a given case who is taking the new drug. 
Now, a patient might very well have nausea and vomiting simply 
because he has nausea and vomiting just as you or I today might have 
nausea and vomiting and yet this would be reported on the record as 
a case of nausea and vomiting and would appear if so reported in 
this summation as a side effect. 

Now, I would be more inclined to rely on a compilation by an in- 
vestigator who was carefully evaluating a recognized investigator who 
was carefully evaluating on his own, setting himself up careful cri- 
teria, a certain specific length of time of study, a certain control group 
who were being given something other than chlorpropamide or a 
placebo, that is, a nonmedicine. 

I would much prefer to rely on some such study in accurately 
evaluating the incidence of side effects or any other effect than on a 
compilation of this sort. This is not really a definitive study but more 
of an experience, and I believe it is vtobaliy meant to be such. 

By the same token, I think it is only fair that when 47 percent 
of the first group are recorded as having excellent results, that this 
does not necessarily, on the other hand, means that 47 percent of all 

atients who are given Diabinese are excellently affected diabeteswise 

y it. Many of these patients were studied for very short periods. 
Many of them were very mild diabetics who were doing well on some 
low dosage of insulin which might signify that they might have done 
excellently with nothing. 

And yet they fall into excellent category. This is not the type 
then of investigation that I would want to draw any sweeping con- 
clusions from, and I do not think it is fair to. compare this 27 per- 
cent with Dr. McGavack’s 8 percent simply because of the difference 
in the nature of the approach. ; 

Senator Kerauver. Anyway, Lilly was dealing with carbutamide, 
which on any basis had less side effects reported than chlorpropamide, 
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So if they abandoned it because of side effects that they found—are 
you familiar with that ? 

Dr. Lousr. My understanding is that they abandoned it because 
of serious side effects such as severe leucopenia and agranulocytoses, 
which are blood disturbances which are highly serious. 

Senator Keravvrr. All right, sir. We thank you very much, Dr. 
Loube. Dr. Ardam, we also thank you very much. Do you have any- 
thing you want to add, Doctor? 

Dr. Arpam. No, sir; I think Dr. Loube has covered it adequately. 

Senator Kerauver. That is a very careful job you both have done. 
We want to compliment you and thank you very much for it. 

Dr. Lovss. It is our pleasure, thank you. 

Senator Krrauver. We will have about a 3- or 4-minute recess. 
Then Mr. McKeen and any physicians with him will be heard. 

(Whereupon a short recess was taken. ) 

Senator Keravver. The committee will come to order. Mr. Mc- 
Keen, will you tell us who you have with you today ? 


STATEMENT OF JOHN E. McKEEN, ACCOMPANIED BY DRS. WARNER 
AND REES—Resumed 


Mr. McKeen. I have on my right, Mr. Chairman, Dr. Roberts Rees, 
associate medical director of Pfizer Laboratories, who was here the 
other day with me. 

Senator Kreravver. Yes. 

Mr. McKeen. And then Dr. Warner, who was also present with 
me the other day. He is associate medical director, as well, for Pfizer 
Laboratories, and directly connected with the clinical program and 
supervision of the chlorpropamide-Diabinese matters. This is Dr. 
Warner, on my left. 

Senator Kerauver. Yes. Are any of the gentlemen behind you 
physicians or witnesses ? ‘ 

Mr. McKeen. No, sir. 

Senator Keravuver. Did you bring Dr. Iezzoni with youtoday? 

Mr. McKeen. Mr. Chairman, may I make a brief statement at this 
time? 

Senator Keravver. I am just asking you. The other day when we 
met—this is on page 5807 of the record—I said that I hope that “any 
physician—including doctors associated with Pfizer who were here 
yesterday, also Dr. Iezzoni, who seems to have been in charge of the 
clinical testing for Diabinese—might also be present.” 

Apparently, Dr. Iezzoni was in charge of the clinical testing, and I 
hoped that you might also bring him down with you today. 

Mr. McKeen. I will be glad to discuss that with you, Senator, al- 
though I would respectfully request that I be permitted to make my 
statement and Dr. Rees make his statement before you close this morn- 
ing’s session, if we may, please. 

Now, with regard to Dr. Ilezzoni-—— 

Senator Keravver. Just answer the question: Why haven’t you 
brought Dr, Iezzoni ? 

Mr. McKeen. With regard to Dr. Iezzoni, Dr. Warner is now in 
charge and has been for some time in direct charge of this clinical 
program. The product itself and responsibility for it has been 
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shifted from the clinical research group over to the Pfizer Labora- 
tories division. 

Senator Kerauver. When was that shifted ? 

Mr. McKeen. That was just as the product was launched, Senator. 

Senator Keravuver. I know, but Dr. Iezzoni was in charge of the 
clinical testing, was he not ? 

Mr. McKeen. Up to that time he was, sir, yes. 

Senator Kerauver. Dr. Warner came with you specifically the first 
week in August 1959. When did Dr. Rees come with you ? 

Mr. McKeen. In July 1958, Senator. Perhaps I might indicate 
to you that administratively we—— 

Renator Keravver. They weren’t really there when these tests were 
made. 

Mr. McKeen. Administratively, we have these two different de- 
partments. The moment a drug is launched, it is shifted from re- 
search—from the research clinical department—into the Marketing 
Division of Pfizer Laboratories, and the physicians within that di- 
vision then take charge of it. 

Dr. Rees had been connected with the drug, and Dr. Warner, since 
then, and one other doctor, who unfortunately passed away. And 
since that time, Dr. Iezzoni has had indirect contact with it. 

Senator Keravver. I see here in October 1959 Dr. Iezzoni was still 
writing memorandums and analyses of the clinical testing, and he 
is still with you. 

I requested you—and especially hoped that you would bring him 
down here today. Why did you not bring him here? 

Mr. McKeen. He had an assignment, or at least an arrangement, to 
attend some medical meetings. which he had arranged for and he had 
arranged to meet some people at these meetings. ‘They are at Atlantic 
City, Senator. 

Seaater Keravver. You said the other day he was working on 
animals. 

Mr. McKeen. No, no. If I did say that, I perhaps should have 
clarified that. He doesn’t work on animals, sir. He is an expert in 
interpreting the results of experimental work in animals that is then 
to be transferred into humans, and then continuing that early experi- 
mental work in humans. 

But I did not mean to imply that he, himself, was a pharmocologist 
or did any work on animals. 

Senator Keravver. In any event, the man under whose direction 
all these 15 volumes of clinical tests were made, who analyzed them, 
who sent you many memorandums which we have here and which we 
want to ask about, is Dr. Iezzoni. 

These physicians with you didn’t even get into the picture until 
after all this was done. I just don’t understand why you didn’t bring 
him. I don’t know your reasons for not having him here. 

Mr. McKeen. As physicians, Senator, these two men are fully ac- 
quainted with Diabinese, have studied the past record, and have as- 
sumed responsibility for it from the time Pfizer Laboratories’ doctors 
assumed responsibility for it. 

And, as I indicated to you, he was scheduled to appear at this medi- 
cal society meeting in Atlantic City, Senator. 
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Senator Keravver. Frankly, we have a great deal of material here 
that Dr. Iezzoni has prepared. Was he at this meeting last week ? 

Mr. McKeen. No, sir. 

Senator Kerauver. Where was he last week ? 

Mr. McKeen. I don’t know, specifically. I assume that he was 
working on some other drugs. ether he was in his office, I couldn’t 
tell you, Senator; but I can assure you that these two men that I have 
with me are fully prepared to answer any questions that you may ask. 

Senator Krravver. I know, but Dr. Iezzoni is the man who wrote 
these memorandums—who wrote the report, who wrote the diagnoses. 
a summary of these 15 volumes—and under whose direction all o 
this clinical testing was done. There is some unusual reason why you 
haven’t brought him here, Mr. McKeen. I am just trying to find out 
what it is. 

Mr. McKeen. None that I know of, Senator. This is a normal set 
of circumstances that have evolved, and I know of none. 

Senator Keravver. All I can do is ask that he be here. I don’t want 
to subpena him. But when a man writes a memorandum, I would 
rather ask him about the memorandum than somebody who wasn’t 
even there and knows nothing about it. 

We will have to do the best we can, sir. But I think that it is not 
a very satisfactory explanation of why you don’t have a man here 
who did this ok who wrote the reports, who supervised all this 
clinical examination. 

All right, sir, go ahead. Do you want to make a statement? _ 

Mr. McKren. May I, please, Senator. I had requested earlier this 
morning, before the hearing started, to make this statement, and it 
might have fitted in better in the continuity; but I believe that it was 
felt otherwise, Senator. 

So at this time I would like to indicate, Senator, that I am sure that 
es appreciate those of us here representing Charles Pfizer & Co. 

ave been trying to cooperate with the committee. We want to pro- 
vide the facts in the areas where the committee indicated it would be 
— 

e are disturbed at the turn which the hearings took last week 
when the safety and efficacy of drugs became a matter of debate among 
experts in these hearings. It seemed to us then that little construc- 
tive er and possible great harm to the doctor-patient relation- 
ship could result. We could not help wondering whether the hearings 
had not strayed pretty far afield. 

We were even more deeply disturbed by very serious misstatements 
made before the committee concerning the drug chlorpropamide which 
we market under the name of Diabinese. 

The experience of a great many doctors has shown that the drug 
may be used with confidence in proper cases. This is amply borne 
out by the statement filed last week with this committee and signed 
by 36 diabetes specialists who participated in the clinical testing of 
the drug and who are presently using the drug in the treatment of 
patients. 

These doctors concluded that chlorpropamide is—and I quote from 
the statement we submitted to you— 


a valuable addition to the category of drugs available in the treatment of dia- 
betic patients. 
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Consequently, Mr. Chairman, as you know, we addressed a letter 
to you on Thursday afternoon following recess of the hearings. 

We urged that such discussions be taken out of the hearing room 
and conducted in a scientific and medical symposium under sponsor- 
ship of any authoritative group of physicians. This was, in effect, 
an endorsement of a suggestion made earlier by Dr. Alexander Marble 
when he appeared before this committee. 

As we told you in our letter, Charles Pfizer & Co. would cooperate 


fully in such a symposium, and all that is involved in such coopera- 
tion. 


It is my hope, Mr. Chairman, that you have given my letter con- 
sideration and that you will consent to eliminating further medical 
discussion of drugs and will support the idea of a symposium. With 


your permission, we should like to have our letter to you made a part 
of the record. 


I had hoped to have this in the record, Senator, before your re- 
lease this morning, but your release has indicated that you feel other- 
wise. 

Senator Kreravver. Let it be made a part of the record. My copy 
of your letter is not here. Do you have another copy of it? 

Mr. McKeen. IL have,sir. Should I read it, Senator? 

Senator Krerauver. I think you have summarized it. The letter 
will be printed along with the statement in the record at this point. 

(The letter referred to follows :) 


Cus. Prizer & Co., INc., 
Brooklyn, N.Y., April 28 1960. 
Hon. Estes KEFravuver, 
Senate Office Building, 
Washington, D.C. 


DEAR SENATOR KEFAUVER: We wish to cooperate in every way to achieve full 
consideration of the matters which the subcommittee originally set out to ex- 
plore, but after what happened in the committee room yesterday afternoon, 
with discussions centering around differences among doctors as to which drug 
they prefer, or why they thought one was better than another, or how they evalu- 
ated the efficacy and safety of our drug, I seriously wonder whether the hear- 
ings have not gotten into an area where they do not intend to be or properly 
belong. 

In order to eliminate this kind of technical discussion among doctors from 
the hearing room, I heartily endorse a suggestion made by Dr. Alexander Marble 
in his testimony before your committee yesterday afternoon, in which he pro- 
posed a forum for scientific and objective review of the medical aspects of the 
oral antidiabetic drugs. 

It seems to me that this is in excellent suggestion, and Chas. Pfizer & Co., 
Inc., stands ready to cooperate fully in a symposium carried out by any authori- 
tative group of physicians. All of the pharmaceutical companies including our 
own company make it a practice to encourage such symposiums in order that 
doctors may be fully informed upon thg usefulness of drugs for treatment of 
their patients. Such a forum would alléw the many specialists who are using 
our drug and other antidiabetic oral drugs to exchange experiences in their use 
and assure the best possible application of these drugs to patients. 

If such a symposium is carried out, it will move technical discussions among 
medical men on the oral antidiabetic drugs back into the medical and scientific 
atmosphere where such discussions belong. 

Sincerely yours, 
JOHN E. McKEEnN, President. 

Senator Keravver. I think I should say before we get any further 
that, unfortunately, I could not return after the midafternoon recess 
of the hearing last Wednesday. I understand that Dr. Dolger was 
testifying but had not completed his presentation when you, Dr. Rees 
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and Dr. Warner, interrupted the proceedings and Dr. Dolger didn’t 
complete his presentation. 

I understood that if there was any ambiguity about Dr. Dolger’s 
figure of 43 deaths, he had expected to say in his oral presentation 
that these had happened to the patient, and not every death was di- 
rectly related to Diabinese; but he did not get to finish his state- 
ment. This morning I granted him permission to finish his state- 
ment. He was very disappointed that he had not been able to con- 
tinue his presentation, so that if there is any misunderstanding, it is 
not altogether his fault. He was interrupted by you before he had 
concluded. 

Mr. McKeen. Senator, I would like to state at this time that we 
had been following Dr. Dolger’s testimony and statement in the copy 
which was given to us a short time before he made his statement, and 
when he had reached the end of the statement, we knew of nothing 
else further to be talked about. 

Then we asked for and received permission to discuss what we con- 
sidered a very important misstatement of fact there. 

Senator Kreravuver. His plan was to present breakdowns of the 
details of what he had talked about in his statistical data. He hada 
projector with which he was going to show some of his material. 

Mr. McKzen. I think you can see, Senator, by the reports that the 
reporters sent out, how they understood his testimony. Many of them 
left, Senator, as you called a recess, and before he had finished, and 
their stories were carried throughout the press. 

As a matter of fact, Bernard Nossiter, the reporter from the New 
York Post, asked Dr. Dogler and apparently he corrected himself— 
he didn’t do that while he was testifying, but he corrected himself 
and mentioned the figure of eight, according to the report. 

That was the Washington Post, I am sorry. 

Senator Krrauver. Some of thig may be your fault because you 
interrupted Dr. Dogler. You didn’t give him a chance to finish his 
presentation. And while there was still a colloquy going on between 
you—Dr. Dogler, Dr. Rees, Dr. Warner, and Dr. Hamwi—the hear- 
ing was recessed. 

If he had had an opportunity of finishing his presentation, I am 
sure that he would have explained just what the breakdown was. 
But you interrupted him with this colloquy and the hearing was re- 
cessed before he had finished, which was unfortunate. 

Mr. McKxen. I think I should have said, Senator, the Washington 
Post instead of the New York Post, the reporter Bernard Nossiter. 

Senator Keravuver. Dr. Dogler had further testimony as to the 
details of the breakdown and the@ifferent figures he would have pre- 
sented would have been fully reported, if you had not interrupted ras 
before he finished his presentation. It would have been made abun- 
dantly clear that the larger figure of 43 deaths referred to the patients 
who died after taking Diabinese, but regardless of cause. 

Mr. McKeen. Even this figure was incorrect, Senator, as our doc- 
tors have indicated. 

Senator Keravuver. We will get into that later on. We have other 
documents to present. 

Mr. McKeen. Can Dr. Rees make a very brief statement now, Sen- 
ator, just a moment. 
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Senator Kerauver. I was going to say, in talking about the medical 
testimony, that some of your conclusions which were not made a part 
of the Food and Drug Administration record by Dr. Iezzoni, would, 
I think, be a pretty fair statement of just what the situation is as to 
side effects and deaths. 

Mr. McKeen. I had nothing, Senator, that the Food and Drug 
Administration didn’t have. 

Senator Kerauver. Oh, yes, you have. At least the FDA reported 
to us everything they have and we have found a memorandum from 
Dr. Iezzoni to you which they have explicitly said was not submitted 
to them. This is a report of your own medical director, Dr. Iez- 
zoni—— 

Mr. McKeen. Do you have identification of that memorandum, 
Senator? I would like to know. 

Senator Kreravuver. Yes, sir, we have several of them here. That is 
the reason we wanted Dr. Iezzoni. I think his reports, in general, are 
similar to Dr. Loube’s. 

This is what I have in mind. Here is a basic summary of the 
Diabinese study program by Dr. Iezzoni, dated August 15, 1958. This 
was submitted to the Food and Drug Administration. We will dis- 
cuss this later. This will be exhibit 354. 

(Exhibit No. 354 may be found on p. 11344.) 

Senator Kerauver. The comparison of the reports by Dr. Loube 
and Dr. Iezzoni will be exhibit 355. 

Exhibit No. 355 may be found on p. 11370.) 

enator KEravuver. Dr. Iezzoni reported on 1,922 cases. Dr. Loube 
made an analysis of 413. Side effects reported by Dr. Iezzoni, 27 per- 
cent ; by Dr. Loube, 31 percent. 

Skin: Dr. Iezzoni, 4 percent; Dr. Loube, 5 percent. 

G. I.—that is, gastro-intestinal—Dr. Iezzoni, 9 percent; Dr. Loube, 
12 percent. 

r. McKeen. Senator, may Dr. Rees just read his very short state- 
ment while you are going over that, please? It will just take a 
moment, Senator. 

Senator Keravuver. This speaks for itself. 

I must announce that there is an objection to the committee sitting. 

Mr. McKeen. Can you let Dr. Rees get his statement in, please, 
Senator? Just a moment, just one page or so here. 

Senator Keravver. One page ? 

Mr. McKeen. Yes, just very short. 

Senator Keravuver. If you will keep me out of trouble with Senator 
Dirksen. 

Mr. McKeen. I have no influence in that direction, Senator. 

Dr. Rees. Mr. Senator, I had hoped to be able to read this state- 
ment prior to Dr. Loube’s statement this morning. That was not pos- 
sible. However, I now wish to read this statement in its entirety as 
originally prepared. 

We share the concern that has been expressed about the discussion 
of medical opinions in a legislative hearing. But there is still a fur- 
ther point involved. 

Among the paper which we were called upon to turn over to the 
subcommittee were the individual case reports prepared by practic- 
ing physicians reflecting the details of the physical condition and 
the treatment of individual patients. 
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These case reports are, of course, highly personal and highly con- 
fidential documents. In accordance with usual custom, they were 
prepared solely for purposes of clinical evaluation and for possible 
submission to the Food and Drug Administration. 

Senator Keravuver. Dr. Rees, no names are given in these reports. 

Dr. Rees, May I continue, please, Senator? 

Senator Keravuver. The reports don’t name the patient. 

Dr. Rexs. I would bring this out a little bit later, if I may continue, 
please. 

When they were submitted to the Food and Drug Administration, 
they were submitted in strict confidence and I understand that the 
FDA guards that confidence very carefully and does not make the 
case reports available to anybody. 

When the committee called upon us to submit copies of the case re- 
ports, we called attention to their confidential nature and made copies 
available in the expectation that the confidence would be guarded by 
the committee. The names of patients and of physicians were blanked 
out but, of course, the reports contain information from which the 
identity of patients may be ascertained without much difficulty. 

We think it is the duty of the Pfizer Co. and particularly of the 
physicians in whose custody these confidential papers were put with- 
in the company to continue to guard their confidential nature. We 
respectfully urge the committee to do nothing which would breach 
the confidence. 

I raise the point now because there has been announcement in the 
press that Dr. Loube will discuss the new drug application. We 
have no objection, of course, to analysis of the application and classi- 
fications of the data which it discloses. Wedo hope and urge that this 
will not involve discussion of the facts as to individual patients or 
evaluation of the medical data disclosed as to individual patients. 
If such matter becomes part of thiserecord, the confidential character 
of the report would be lost. 

Tt is the intention of the doctors connected with Pfizer to respect 
the confidence and to avoid discussion of the sort I have described. 

It should be added, I think, that a discussion of the details of the 
physical condition of a particular patient or of the treatment: admin- 
istered to a particular patient has no bearing on the antitrust and 
antimonopoly Jaws of the United States and, therefore, a disclosure 
and discussion of the confidential information contained in the re- 
ports would not be within the legislative purpose of this committee. 

Mr. Drxon. Are you a lawyer, Doctor? 

Dr. Rees. I am not. 

Mr. Drxon. You make a statement that is very legal when you say 
there is no relation to the antitrust laws. 

Dr. Rees. This is my opinion, Mr. Dixon. 

Senator Kmravver. In any event, the name of the doctor, the name 
of the patient, the name of the city, where it happened, none of that 
is given; not even the name of the hospital. Dr. Loube mentioned 
no names. 

Dr. Rexs. I did not mean to point out the fact that Dr. Loube did 
refer to any. However, in his individual discussion of each individ- 
ual death, I don’t think there would be much difficulty for someone 
well versed in this to pick out individual] cases. - 
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If we were to get down to individual case reports and talk about 
one or two patients who perhaps had died while taking this drug, the 
press may pick this up, and this is not difficult to hide. 

And I repeat this is confidential information that has been given 
to us, and I believe that this is privileged communication between 
patient and physician, and physician and physician. 

Senator Kerauver. We think it is important that the physicians 
have a real diagnosis of what is reported to the Food and Drug Ad- 
ministration. What is expected from the drug, in addition to the 
advertising. This Dr. Loube has given, and Dr. Iezzoni has given 
in more detail in a confidential memorandum to Mr. McKeen, which 
is quite different from the advertisements and claims that we have 
seen here. 

We have not breached any confidential relationship between any 
doctor and his patient. Dr. Loube and the committee have been 
careful not to do so. 

Dr. Rees. Mr. Kefauver, I did not mention advertising in my 
statement. We are perfectly prepared to answer questions on this. 

Senator Kerauver. I wish we could continue and ask some ques- 
tions. But Senator Dirksen wants to be here and objection has been 
made to our sitting. 

If you gentlemen can ascertain how long the Senate will be in 
session this afternoon, we can try to be in session later this afternoon 
or recess over until morning. 

Mr. McKren. Whatever you say, Senator. We will stand by at the 
hotel and we would appreciate a call, if you are going to reconvene 
today. We would prefer it to be today, if we can, and stay as late 
tonight as you wish. ’ 

Senator Kerauver. Suppose we do this: We will contact you at 2 
o’clock to see whether it is possible to meet at any time this afternoon. 
We will give notice to the press, radio, and television and others, if 
it is going to be late this afternoon. If that is not possible, then we 
will have to recess over until 9:15 in the morning. 

Mr. McKeen. Shall we telephone your office, Senator? 

Senator Kerauver. If you will tell us where you are, we will tele- 
phone you, or you can telephone Mr. Dixon in my office. 

Mr. McKeen. We will do that, sir. 

Senator Kerauver. So we stand in recess until 9:15 in the morn- 
ing, unless we can work out something this afternoon. 

Mr. McKeen, in case we meet tomorrow, can you get Dr. Iezzoni 
down here? 

Mr. McKeen. I don’t think we can tomorrow, Senator. 

Senator Kerauver. You don’t think so? All right. 

(Whereupon, at 12:10 p.m., the hearing was adjourned, to recon- 
vene at 9: 15 a.m., Wednesday, May 4, 1960.) 
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WEDNESDAY, MAY 4, 1960 


U.S. Senate, 
SvuscoMMITTEE ON ANTITRUST AND Monopoty, 
CoMMITTEE ON THE JUDICIARY, 
Washington, D.C. 

The subcommittee met, pursuant to recess, at 9:23 a.m., in the 
caucus room, Old Senate Office Building, Senator Estes Kefauver 
presiding. 

Present: Senator Kefauver (chairman). 

Also present: Paul Rand Dixon, counsel and staff director; Peter 
N. Chumbris, counsel for the minority; Nicholas N, Kittrie, counsel 
for the minority; Lucile B. Wendt, attorney; Dorothy D. Goodwin, 
attorney ; Dr. John M. Blair, chief economist; Dr. E. Wayles Brown 
Jr., economist; Dr. Irene Till, economist; Paul S. Green, editoria 
director ; and Gladys E. Montier, clerk. 

Senator Keravuver (presiding.) Mr, McKeen, do you have any pre- 
liminary statement you wish to make before we get started ? 


STATEMENT OF JOHN E. McKEEN, ACCOMPANIED BY DRS. WARNER 
AND REES—Resumed 


Mr. McKeen. I have not, Senator. 

Senator Keravver. Mr. Dixon? 

Mr. Dixon. Mr. McKeen, we have established that you submitted 
a new drug application for your product Diabinese to the Food and 
Drug Administration. 

What was the date that you made this new drug application ? 

Mr. McKeen. That was in August of 1958. 

Mr. Drxon. Mr. Chairman, I would like to have marked as “Ex- 
hibit 356” a letter addressed to you, dated March 18, 1960, from 
George P. Larrick, Commissioner of the Food and Drug Adminis- 
tration. 

Senator Keravver. That will be exhibit 356. 

(Exhibit No. 356 may be found on p. 11371.) 

Mr. Dixon. In it Mr. Larrick gives a chronology relating to the 
new drug application for Diabinese and Food and yuan actions with 
respect to this product. 

n page 2 of this chronology —— 

Senator Kerauver. Are there more copies of the letter around? 

Mr. Dixon. Mr. McKeen, I have sent to you a copy of this letter. 
I call your particular attention to page 2 of the summary in the 
attachment to the letter, paragraphs 6, 7, and 8. 

In the chronology on the new drug application, paragraph 6 reads: 

35621—60—pt. 20-14 11203 
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Because of the importance of the drug, FDA reached an understanding with 
Charles Pfizer & Co., Inc., that prior to marketing the drug, the firm would mail 
a copy of the package brochure with a covering letter to all physicians in the 
country. FDA deemed this necessary in order to inform physicians fully and 
accurately of the conditions under which the drug could be safely used. It 
was understood that the covering letter would be submitted to FDA for re- 
view and clearance prior to issuance, 

Paragraph 7: 


The firm failed to preclear the cover letter but sent FDA a copy only after 
mailing to physicians generally. The package insert brochure included in the 
mailing was satisfactory but the covering letter contained misleading compari- 
sons of Diabinese with “other oral hypoglycemic agents.” 


Paragraph 8: 


FDA strongly rebuked the applicant by telephone, personal interview, and 
letter and warned against any further distribution of misleading promotional 
literature for the drug. 

Do you care to comment, Mr. McKeen, as to how that occurred? 

Mr. McKeen. In our review of that situation, Mr. Dixon, appar- 
ently there was a misunderstanding, and apparently it was on our 


art. 

: Our understanding was that FDA officials would be willing to re- 
view the letter, if we had any problems regarding its contents, and 
we, therefore, proceeded to mail the letter, not feeling that there was 
any problem with regard to it. 

t subsequently followed that we did mail the brochure, which I 
have submitted as an exhibit. Im fact, we mailed it a second time; 
and, in fact, I think we went beyond the requirements of the Food 
and Drug Administration in doing that twice, because it went to— 
I believe the mailing list was near 200,000 doctors—every doctor whose 
address we could get from any of the mailing houses received a copy of 
that new drug brochure. 

Subsequently, I think—I haven’t read through your notes here, Mr. 
Dixon, but I think—you will find that the correspondence indicates 
that the misunderstanding was satisfactorily cleared up, and the Food 
and Drug Administration wrote us a letter indicating so, and further 
stating at that time—I think I am correct—that we did fully comply 
with their requirements. 

In our opinion, we did more than that. 

I might just read into the record a letter from the Department of 
Health, Education, and Welfare, of December 3, 1958, with regard to 
this matter: 

Thank you for your letter of November 21, 1958, and the copy of Dr. Gittinger’s 

letter and the enclosures which accompanied it. I am happy, indeed, that you 
are taking the necessary steps to assure that the physician population obtains a 
complete understanding of the nature of Diabinese. I am also glad that you 
are making efforts to avoid any misinterpretation of the facts by physicians. 
'. We, in the Food and Drug Administration, have enjoyed the good working 
relationships we have had with members of your firm and I am confident that 
they will continue in the future. I know that it is our joint concern to pro- 
vide. physicians with the full facts presented in an objective manner and I am 
greatly appreciative of your firm’s attitude as expressed in your letter. 

So we took it, Mr. Dixon, this letter, to close the situation that had 
arisen. 

Mr. Drxon. Mr. Chairman, would you make that exhibit 357? 
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Senator Kerauver. The letter of Dr. Holland to Mr. Greene will be 
exhibit 357. 

(Exhibit No. 357 may be found on p. 11376.) 

Mr. Drxon. This letter, I call your attention, was dated December 
8, 1958. 

We have another exchange with the Food and Drug Administration, 
enclosing another letter on this subject dated April 19, 1960. It is 
addressed again to you, Mr. Chairman. I would suggest it be made 
exhibit 358. ot 

Senator Keravver. It will be made exhibit 358. 

(Exhibit No. 358 may be found on p. 11377.) 

Mr. McKeen. Are we finished with that, Mr. Dixon? 

Mr. Dixon. We will come back to it. Just hold it. If you will 
turn to one of the attachments in that exhibit, to a letter dated Novem- 
ber 12, 1958, I specifically point out that this was a letter from Dr. 
Holland which preceded the letter that you just read. That is dated 
November 12, 1958. The one you just read was December 3, 1958. 
I won’t read all of this letter, but I will start here in paragraph 2: 


This letter, together with the official product brochure, was one of the condi- 
tions upon which we allowed your new drug application to become conditionally 
effective. It was further agreed by telephone conversation between Mr, Van 
Oehsen and Dr. Epstein that a draft copy of the announcement letter would be 
forwarded to us for review and comment prior to its distribution to the medical 
profession. In addition, you will recall that you and Mr. Kettel gave me per- 
sonal assurances that the letter would be submitted to us for review prior to 
dissemination and that in view of the importance of the drug and great risks 
attendant on the misuse of the drug, that your firm would take particular care 
to promote it conservatively and with caution. I am sorry that I cannot con- 
clude that you have done so in accordance with our understanding and the condi- 
tional terms of the new drug application. 

It is regrettable, indeed, that Dr. Van Gasse’s statement in his letter to me of 
October 28, 1958, “I hope that this advance information gives you an idea of the 
approach we wish to use in introducing this new drug * * *.” is hardly factual 
when another member of our staff received the Diabinese announcement letter 
through the regular mailing channels on the very same date I received your letter 
from Dr. Van Gasse. 

In view of what I have considered to be good scientific working relationships 
between your firm and the Food and Drug Administration, I am completely at a 
loss to understand the sequence of actions and events which have occurred. As 
with the introduction of similar potent agents, FDA undertakes a careful and 
close followup of clinical experience of the drug following its introduction; we, 
of course, will do likewise with Diabinese. 


Mr. McKeen, that letter came to you before you received the letter 
of December 3, 1958. Why did you fail to produce that letter, sir? It 
is pretty clear in the letter that they were talking about the original 
letter to the doctors. You stated, I believe, that there was a misunder- 
standing. But Dr. Holland says here in his letter to Mr. Greene: 

In addition, you will recall that you and Mr. Kettel gave me personal assur- 
ances * * * 

What does “personal assurances” mean, if it doesn’t mean that it 
would be cleared ? 

Mr. McKeen. Mr. Dixon, the sequence of your letters here probably 
would have been better had I read Dr. Holland’s letter that I just gave 
you after the letter that you have just read. 

I have one here. Your letter was dated November the 12th, I be- 
lieve, didn’t you say, November the 12th, addressed to Mr. Greene? 


—) 
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Here is a reply that Mr. Greene made to that letter, dated November 
the 21st, and it is, as follows: 


DearR Mr. HOLLAND: We acknowledge receipt of your letter dated November 
12, 1958, concerning our Diabinese announcement letter and enclosures. 

As I have mentioned to you in our recent telephone conversations, it is my 
personal impression, as well as that of Dr. Kettel, from our discussions with you 
that you did not require that our announcement letter to physicians be submitted 
to the Food and Drug Administration for review, but that you were willing to 
review this letter if we had any questions concerning its contents. 

As you know, this is the first such misunderstanding which we have had with 
the Food and Drug Administration, and we regret its occurrence most sincerely. 
We can assure you that we will do our utmost through continuous contact and 
followup to make certain that no such misunderstanding will henceforth occur 
with regard to any of our products. ' 

In order to assure that the physician population obtains a complete under- 
standing of the nature of Diabinese, and to avoid any misinterpretation by them, 
we are exerting every effort to see that they are supplied with full information 
concerning this drug. 

As you know, a second mailing of the brochure was completed, accompanied 
by a letter by Dr. Gittinger, the medical director of our Pfizer Laboratories 
Division. A copy of this letter and the brochure that we mailed is enclosed. 
Subsequent mailings will include additional technical data which has been re- 
viewed and approved by the American Medical Association Councils on Therapy 
and Research. We feel that the program which we have undertaken will 
strengthen and reaffirm the excellent working relationship between the FDA and 
Pfizer. 


We have had this most satisfactory relationship over the past 10 years, and 
particularly in recent years, and guard it very zealously. Every effort will be 
made by Pfizer toward the end of maintaining this present relationship. 

Signed by Mr. Greene. 

Mr. Drxon. Mr. Chairman, would you make that 359 ? 

Senator Keravver. All right, that will be exhibit 359. 

Exhibit No. 359 may be found on p. 11383.) 

enator KEFAUVER. I understand exhibit 357 is in response to that 
letter. But what date did you say you started selling this drug; was it 
in August 1958? . 

Mr. McKeen. No, sir. It was the first week in November, my 
recollection is, the drug went on sale. New drug application was filed 
during August. 

Senator Kerauver. When was it you sent the letter out which Food 
and Drug thought should have been cleared with them before it was 
disseminated ¢ 

Mr. McKeen. I think the letter was dated October the 28th, but it 
takes time for the mailing houses to get it out, prepared and shipped 
for dispersal around the country. 

But it was timed to just precede, Senator, the actual introduction 
of the drug, so that by the time the doctors got ready to prescribe 
it, they would have had in their hands, would have had two mailings of 
the brochure. 

Mr. Drxon. Mr. Chairman, that is part of exhibit 358. As I un- 
derstand it, these are the statements that were made in the letter to 
ee on this Food and Drug issue, isn’t it, this letter of October 
27th—— 

Mr. McKeen. May I ask what you are referring to now, Mr. Dixon? 

Mr. Drxon. The exhibit I sent to you last. 

Mr. McKzen.. The last one, sir ? 
Mr. Drxon. 358. 

Mr. McKeen. What date is that ? 








ray 
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Mr. Drxon. October 27, 1958. It is the letter, I understand, you 
just referred to. 

Senator Kerauver. The letter of October 27, 1958, addressed to 
“Dear Doctor” and signed by J. J. Van Gasse, M.D. What was Dr. 
Van Gasse ; was he general manager ? 

Mr. McKeen. Dr. Van Gasse was at that time general manager of 
the Pfizer Laboratories Division, Senator. 

Senator Keravver. Is he with you now ? 

Mr. McKeen. No, sir. 

Senator Kerauver. When did he leave you? 

Mr. McKeen. I think it would be approximately a year ago, 
Senator. 

Senator Kerauver. Where is he now? 

Mr. McKeen. I do not know that. 

Mr. Drxon. In this letter, Mr. Chairman, that we are talking about, 
dated October 27, 1958, to which the Food and Drug Administration 
took exception, because it had not been precleared with them, there 
appears this second paragraph: 

Diabinese has been subjected to one of the most intensive clinical and labora- 
tory investigations ever carried ont for a new therapeutic agent. Based on 
the many reported studies and thousands of individual case histories, it is ap- 
parent that (1) Diabinese is more potent than other oral hypoglycemic agents 
now available; (2) it has a longer duration of action than other sulfonylurea 
compounds and many patients can be controlled on one dosage a day; and (3) 
although Diabinese is indicated primarily for the treatment of the late onset 
type of diabetic, it has also been effective in some of the difficult-to-manage 
patients seen in a physician’s practice. It has also worked well in some patients 
whose diabetes has exhibited primary or secondary failure to other oral therapy ; 
(4) Diabinese is not a substitute for insulin and each patient being considered 
for Diabinese therapy should be carefully studied as an individual as outlined 
in the package insert. 

It contains other representations, but, as I understand, this had 
not been precleared, and subsequently you wrote another letter, or you 
wrote other information, which you sent to the doctors; is that correct, 
sir? 

Mr. McKeen. The brochure that accompanied this letter was a full 
and complete brochure as worked out by the Food and Drug Ad- 
ministration. As I indicated to you, it was sent to 200,000 doctors 
throughout the country, every doctor for whom we could get an ad- 
dress. And I would like now, if I could, to just read some of the 
statements that were sent to each one of these doctors in response and 
in connection with this letter, Mr. Dixon. 

Mr. Drxon. I don’t mean to interrupt you at this point, but we are 
going to cover the brochure and you will have ample opportunity to 
discuss it. 

I want to talk about this particular letter. This is one that went 
to 200,000 doctors, as I also understand, and this is the first word 
that I would think the doctors received from you on Diabinese. 

Mr. McKeen. You can’t take this brochure out of context, Mr. 
Dixon. I wish you would let me put it into the record now that you 
are making this point, the additional points that I, too, wish to make. 
They are very critical in connection with the question you are asking. 

This letter was accompanied by a brochure that contains state- 
ments we were making about the drug. 
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Mr. Dixon. This is the brochure that went along with the product, 
and you blew it up, you said, to that size? 

Mr. McKeen. We expanded it so it could be readily readable and 
filed. 

Senator Keravver. Let’s make the brochure 360. 

Mr. McKeen. I think the points that I wish to make are vitally im- 
portant, Senator. 

Senator Kerauver. As I understand it, this brochure went with 
your letter of October 27 ? 

Mr. McKeen. That is quite correct, sir, and went also with the next 
mailing as well. As I indicated, it was probably one of the largest 
mailings ever made to physicians in this country. 

Ordinarily, you don’t use a list of 200,000, but we mailed it to every 
single doctor’s address we could get our hands on. 

Mr. Drxon. You are talking now about something that the Food 
and Drug Administration did not object to, but they did object to 
the cover letter. Why did you not preclear the cover letter ? 

Mr. McKeen. I indicated to you, and the correspondence discloses, 
that it was a misunderstanding. They did not object to the covering 
letter, per se. 

Mr. Drxon. How could that misunderstanding occur? Was this 
something that happened in your company between the promotional 
department, the advertising people, and your medical people? How 
could it come about ? 

Tell us just exactly how the misunderstanding could have occurred, 
because from the sequence of the letters which we have read here, it 


would appear that your medical naan had a pretty clear understand- 


ing, at least the Food and Drug Administration had a clear under- 
standing, that it was not going to occur. And yet the letter was 
mailed. 

I assume that it was mailed by your promotional department or 
your sales department, or here in this case, your general manager. 

How could this misunderstanding have occurred within Pfizer, be- 
tween your general manager and your medical people that were work- 
ing with Food and Drug to get this application cleared? How did 
it occur inside Pfizer, that is my question 

Mr. McKeen. The conversations that took place with the Food 
and Drug Administration were, of course, oral conversations. There 
was nothing in writing at that time. So, apparently, it may have 
been the misunderstanding of our people who were there, not a mis- 
understanding internally within Pfizer, itself. 

And I think the correspondence that I filed here with you indi- 
cates that. 

Mr. Cuumepris. Mr. McKeen, were you going to read something 
from exhibit 360? 

Mr. McKeen. Well, I was going to emphasize the point that this is 
the WF information contained in the brochure that the doctor re- 
ceived. 

Senator Krrauver. By the way, as to this exhibit that I said we 
would make 360, Mr. Green has called my attention to the fact that 
it has already been put in the record as exhibit 334. I don’t think 
we need to duplicate it, so it will not be exhibit 360. 

Mr. Drxon. It isexhibit 334. 
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(Exhibit No. 334 may be found on p. 11292.) 

Senator Kerauver. But this is the point I don’t understand, Mr. 
McKeen, and Mr. Dixon will want to ask you about some of the rep- 
resentations here. Dr. Van Gasse, your general manager says: 

Diabinese is now available for use in your practice. 


I take it that you now distribute Diabinese to the pharmacists, and 
yet that letter is dated the 27th of October. The chronology that 
we have here from the Food and Drug Administration says, “FDA 
permitted the original application to become effective on October 28, 
1958,” so that you were making it available, even before it was ap- 
proved by the Food and Drug Administration. 

Mr. McKeen. No, our letter, Senator, I think we made a mistake 
there. Our letter is dated October 28, which is exactly the day, I 
think, that you just said the Food and Drug made it conditionally 
effective. But notwithstanding that—— 

Senator Keravuver. Just a minute. Let’s settle this. The letter of 
October 27, 1958, by Dr. Van Gasse, with which you say exhibit 334 
was enclosed, says: 


Diabinese is now available for use in your practice. 


I don’t know how you can make a drug available for use before 
it is approved by the Food and Drug Administration. 

Mr. McKeen. That is quite right. We do not do that, Senator. 
Our copy of the letter that we have here of Dr. Van Gasse is dated 
the 28th. It may be something that we will have to clear up. 

But aside from that, Senator 

Senator Kerauver. No, that is important, Mr. McKeen. The let- 
ter that we have here is October 27, 1958. 

Mr. McKeen. Did we send that copy to you ? 

Senator Keravver. It is the one you sent out to doctors. This is a 
copy we received from the Food and Drug Administration. This 
letter of October 27, 1958, before the drug was approved, says it is on 
the market. 

Mr. McKeen. The letter that we sent—— 

Dr. Rees. Mr, Senator, the letter that you have is a copy, as I un- 
derstand it, that you received from the Food and Drug Administra- 
tion ? 

Senator Keravuver. That is correct. 

Dr. Ress. This is the letter which is a copy of the one we sent out to 
the physicians as a general mailing on October 28, the day before that 
letter was sent, dated October 27 to the Food and Drug Administra- 
tion. The one that went out as a general mailing is dated October 28, 
which we have a copy of right here. 

Mr. McKeen. The ones we actually mailed out, Senator, were dated 
the 28th, and you can see that here. But, in addition to that, the drug 
was not released until November 3, Senator. 

Senator Keravver. Just a minute, sir. It is very clear, and this was 
given to us by the Food and Drug Administration, that your letter was 
dated October 27. There is no striking out of October 27 and putting 
in the 28th instead. 

Dr. Rees. I think it is very clear, Mr. Senator, too, that the general 
mailing was dated October 28, which we were perfectly within our 
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right to do. As I repeat, this is a copy of the letter that was sent to 
the Food and Drug Administration. 

sate, Dixon. Mr. Chairman, if you will refer to the page before 
that—— 

Mr. McKeen. All we have to do, Senator, is—— 

Mr. Dixon. Just a minute, please, Mr. McKeen. 

Here is a letter dated October 28, 1958, addressed to Dr. Albert H. 
Holland, Jr., and it is signed by Dr. Van Gasse. It says: 

Dear Dr. Hottanp: At Mr. A. J. Green’s suggestion, I am forwarding to you 
a copy of the Diabinese announcement letter which will be sent this week to 
American physicians. Accompanying this letter will be an 8% by 11 four-page 
package insert as well as some abstracts of the recent Diabinese Conference held 
on September 25-26-27. 

So it is very clear that the Food and Drug Administration received 
this from Dr, Van Gasse and that the letter he received is the letter 
we are talking about, dated October 27, 1958. 

Dr. Rees. Perhaps if we had the original of that letter that the 
FDA had, we might be able to clear this up. 

Mr. Drxon. This isa picture of it, sir. - 

Dr. Regs. Yes, sir. 

Mr. Drxon. The pictures are of the originals. There is no difference. 

Dr. Rees. No, I am not disputing that, Mr. Dixon. I am only say- 
ing, if the original copy turned out to be an actual typewritten copy, 
whereas the one that we are referring to is the one that was sent out as 
a Ey angers ze copy. 

Mr. McKeen. Senator, we can’t negate the fact that the actual letter 
that, went out and was received by the doctors was dated the 28th. 

Dr. Rers. May I show you this letter we are referring to? 

Mr. McKeen. We can prove that with thousands of physicians 
who did receive the letter with the date October 28, not the 27th. 
This was a sample of a letter sent down to the Food and Drug, as 
I understand it, sir. , 

Senator Keravuver. Well, they —— 

Mr. McKeen. It is easy to prove, Senator, with the doctors who 
received the letter. 

Senator Kerauver. The Food and Drug Administration people 
said they received on October 28, 1958, what was purported to be an 
advance notice of the cover letter to be sent with the package insert. 

The same day, however, identical literature was received in the 
routine mail by a physician on the FDA’s staff. The cover letter con- 
tained false and misleading comparisons of Diabinese with other oral 
agents, and a physician on the staff received this letter dated the 
27th on the 28th. So it has to be mailed from Brooklyn the day 
before, October 27. 

Mr. McKeen. That may have been only to the Food and Drug, 
Senator ; but we can clear this up for you. 

Senator Krrauver. No; this is just routine mail received by a 
physician on the FDA’s staff. He received your letter dated October 
27, and he received it on the 28th. 

Mr. Drxon. He received it as a physician. 

Senator Kerauver. Yes; he received it as a physician. 

Mr. McKeen. Mr. Dixon now has the letter we have just sent up 
to you showing our date of the 28th, which is the one we had in our 
files, and the actual point is that we could prove this with many 
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physicians, if we can go back to their files and see the date that is 
on it. 

And, furthermore, let me emphasize that the drug, itself, was not 
released until November 3, from any of our warehouses. This we 
can substantiate without question. 

Mr, Drxon. But you may not have released it from your warehouse 
on that date. But irrespective of the date of the 27th or the 28th, 
there is contained in the letter that the chairman is talking about the 
statement: 


Diabinese is now available for use in your practice. 


You made that statement to the doctors, whether it was contained 
in the letter of October 27 or October 28. You made the statement 
before your application was cleared; did you not, sir? 

Mr. McKeen. No; we did not. This application, to the best of 
my recollection, was conditionally effective October 14. 

Mr. Dixon. Upon the condition, so the Food and Drug says, that 
everything you were going to send to the doctor would be cleared. 

Mr. McKeen. Therein lies the misunderstanding. 

Mr. Dixon. And then you went ahead and made this statement, 
you say, as a result of a misunderstanding ? 

Mr. McKeen. Yes, sir; of an oral conversation. 

Mr. Cuumpris. Mr. Dixon, will you yield just one moment. 

On this letter of October 28, that you sent to Dr. Albert Holland, 
it says the following: 

At Mr. A. J. Greene’s suggestion, I am forwarding to you a copy of the Di- 
abinese announcement letter which will be sent this week to the American 
physicians * * *, 

In other words, then—— - 

Mr. McKeen. “Which will be.” 

Mr. Cxuumpris. You attach to that this October 27 letter. 

Dr. Rees. 28th. 

Mr. Cuumpris. This one says the 27th. 

Mr. McKeen. 27th; yes. 

Mr. Cuumpris. Then you were advised by the Food and Drug that 
it would be permissible on the 28th for you to put the product on the 
market, is that correct, on the 28th? : 

Mr. McKeen. No; we were advised on the 14th that it was con- 
ditionally effective, October 14. 

Mr. Cuumpris. Then on the 28th, which you have sent up to Mr. 
Dixon, is the actual letter that you sent out to the doctors, is that cor- 
rect, with the date the 28th on it, and that is the original letter that 
Mr. Dixon now has in his hands? 

Mr. McKeen. That is right, Mr. Chumbris. 

Mr. Cuumpris. And that is the actual letter that went out to the 
physicians dated October 28? 

r. McKeen. That is right, sir. 

Mr. Kirrrte. Mr. McKeen, you were authorized to put the drug on 
the market on October 28. ice much before that were you advised 
informally or formally that you probably will get approval? 

Now you knew sometime before October 28 that the Food and 
Drug Administration was going to approve your application ? 

r. McKeen. October 14 is the date. 
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Mr. Krrrriz. So you knew quite some time ahead of this date of 
October 28 that you were going to have an approval? 

Mr. McKeen. That is right, sir. 

Mr. Krrrrie. Consequently, if you were going to get to the doctors 
as soon as possible after approval, you had to start planning your 
correspondence a little bit ahead of time; is that right? 

Mr. McKeen. There is a long chain involved in these letters. 

Mr. Krirrrm. What would have happened if on October 28 you 
would not have approval? You sent out a letter to the doctors say- 
ing “it is available to you.” If, on October 28, you would not have 
had approval, would the doctors have been able to obtain this drug 
despite an adverse decision on the part of Food and Drug, or would 
you say, if you would not have had the approval, the doctors would 
not have been able to prescribe? 

Mr. McKeen. We have never marketed a drug that requires Food 
and Drug approval without having that approval. 

Mr. Krrrrime. I mean, what I am concerned with is to find out 
whether or not your action could have possibly led to any prescrip- 
tions and sale of this drug. , 

Mr. McKzen. No. 

Mr. Krrrrie. Despite a contrary decision by Food and Drug? 

Mr. McKeen. No, sir. 

Mr. Kirrrre. Thank you very much. 

Mr. Drxon. The next document is from Dr. Iezzoni to Dr. Carlozzi, 
and the subject is: “Diabinese Study Program—Summary, August 15, 
1958. 

Do you have a copy of it? It is very long. 

Dr. Regs. Yes, sir; we have a copy. 

Senator Krrauver. Before we get into that. Food and Drug ap- 
parently objected to certain statements in this letter. They objected 
on page 2 here—— ’ 

Mr. McKeen. Which one is that, sir? 

Mr. Dixon. That is the first one, sir, exhibit 356. We sent you a 
sopy with page 2 of the attachment. 

Senator Keravuver. They say, in paragraph 7: 

The package insert brochure included in the mailing was satisfactory, but 
the covering letter contains misleading comparisons of Diabinese with “other 
oral hypoglycemic agents.” 

Did you do anything to change what they thought was a mislead- 
ing comparison with other similar drugs? 

The next paragraph, No. 8, says that FDA— 
strongly rebuked the applicant by telephone, personal interview and letter and 
warned against any further distribution of misleading promotional literature 
for the drug. 

Did you admit that this was misleading? 

Dr. Rees. What is “misleading,” Senator? 

Senator Kreravuver. That is in paragraph 8. 

Dr. Rees. Do you know what they are referring to as misleading? 

Senator Keravuver. They apparently thought that your compari- 
son with other drugs was misleading. They were very much upset 
about it. They called it misleading. 
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Dr. Rees. May I refer, then, to the Annals of the New York Acad- 
emy of Sciences, volume 74, page 631, an article by Dr. Samuel Sugar. 

enator Kerauver. No; what I am trying to get at—— 

Dr. Rees. We have referred to this before, Mr. Senator, and I 
would like to clear this. 

Apparently, the misleading statement has to do with our compari- 
son with other oral agents. 

Senator Keravuver. Let me just ask the question. They thought 
that you issued misleading literature and misleading comparisons, 
and they weren’t satisfied with it. Did you take that out? Did you 
stop what they thought were misleading comparisons in your subse- 
quent letters to doctors? 

Mr. McKeen. We have no correspondence, Senator, with the Food 
and Drug to indicate that they said to us that anything we had said 
was misleading. 

Dr. Rees. Excuse me, Mr. McKeen. Mr. Senator, on the second 
page of the package insert, the blown-up edition which you have 
which the FDA approved, under “Indications,” the last paragraph: 

A trial period with Diabinese may be indicated in: certain patients, who 
might be expected to respond to this type of medication, but failed in initial 
trials with Tolbutamide or subsequently after having been on Tolbutamide for 
variable periods of time; or patients whose diabetes control with tolbutamide 
is not as good as the physician would think best for his patient. 

The FDA approved that statement. 

Mr. Drxon. But this letter of October 27 says: 

I have enclosed a brief summary of the highlights of the conference, as well 
as a copy of the package insert * * * “Highlights of the conference”’— 

Mr. McKeen. What letter is that, our letter to them ? 

Mr. Dixon. That is your letter to all doctors. 

Dr. Rees. Yes, sir, we have that. 

Mr. Dixon. Of course, that was a part of the letter, as well as the 
statement that is contained in the letter, as well as the brochure 
that accompanied the letter. 

Dr. Rees. Yes, this was sent out. 

Mr. Dixon. With a brief summary that you attached ? 

Dr. Rees. Yes. 

Mr. Drxon. And Food and Drug did not clear that. 

This is what the chairman was reading from, in paragraph 7 of the 
Food and Drug letter : 

The covering letter contained misleading comparisons of Diabinese with other 
oral hypoglycemic agents. 

Could they have been in that summary which you sent out where 
you had comparisons in the summary ? 

Dr. Rees. May I refer you, then, Mr. Dixon to the labeling on 
this summary we are now talking about. This is a yellow sheet, 
“Reports from the Diabinese Conference.” This whole page is quota- 
tions and reports from the reports made at that conference. 

We did not make up any of these statements. These were reported 
by investigators at that time. That was the design of this insert. 

Mr. Dixon. Put that in, Mr. Chairman, 

Senator Keravuver. Let’s make that exhibit 360. 

(Exhibit No. 360 may be found on p. 11385.) 

Senator Keravver. Let’s go on. 
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Mr. Drxon. Going to the next point, this exhibit, to be marked as 
ein the memorandum of August 15, 1958, from Dr. Iezzoni to Dr. 

arlozzi. 

(Exhibit No. 361, previously referred to as exhibit No. 354, may be 
found on p. 11344.) 

Senator Keravver. Who is Dr. Carlozzi? 

Mr. McKeen. Whois he, sir? I didn’t get the question. 

Mr. Drxon. The chairman asked you who was Dr. Carlozzi. 

Mr. McKeen. Dr. Carlozzi was the medical research director, clini- 
cal research director at that time. 

Mr. Drxon. He isno longer with Pfizer ? 

Mr. McKeen. He is with Pfizer. 

Mr. Drxon. He is still with Pfizer ? 

Mr. McKeen. Yes, sir, in a different capacity. 

Mr. Dixon. What is his present capacity ? 

Mr. McKeen. He is associated with Mr. Greene’s office in special 
projects, medical projects. 

Mr. Dixon. at was Dr. Iezzoni’s exact title on August 15, 1958, 
when he wrote this memorandum ? 

Mr. McKeen. To the best of my recollection, it was associate di- 
rector of clinical research. 

Mr. Drxon. I believe, if I am correct, that he at that time was in 
charge of the clinical research for chlorpropamide ? 

Mr. McKeen. That is right, sir. 

Senator Keravuver. Is he with you today? 

Mr. McKeen. No, sir. 

Mr. Dixon. If you will direct your attention to table 1 in connection 
with table 14 of Dr. Iezzoni’s summary, I believe it is clear that table 1 
reflects the experience with Diabinese with 2,062 patients. These 
were the cases which you submitted to the Food and Drug Adminis- 
tration and which are contained in the volumes here on the table? 

Dr. Warner. That is correct. 

Mr. Dixon. In making your analysis of side effects, it would appear 
that the appropriate total becomes 1,922, apparently because of certain 
deletions that were made in the reports, which roughly cover 2,000 
cases. 

Specifically, in table 14 you have 513 incidences of side effects, which 
ete out to a percentage of 27 percent side effects in these 1,922 cases, 
of which 4 percent are skin, 9 percent are gastrointestinal disorders, 
8 percent are central nervous system, 4 percent are liver, 2 percent 
blood, 4 percent hypoglycemia, and that makes 27 percent. 

Senator Keravver. Is that right? 

Dr. Rees. Yes. We have not calculated those out in percentages, 
but I believe that is correct. 

Mr. Drxon. All we want is the percentage. That is on table 14. 
Yesterday this was brought out again by the sample of 413 cases stud- 
ied by Dr. Loube, which are very close to the percentages that you 
must have found in this table on the total of approximately 2,000 cases. 

Dr. Warner. That is correct. 

Senator Keravuver. We have here the comparison of Dr. Loube’s 
and Dr. Iezzoni’s reports, Dr. Loube’s sampling showed 31 percent 
side effects; Dr. Iezzoni’s, 27 percent. 

Mr. Drxon. That was exhibit 355 in the record. 
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(Exhibit No. 355 may be found on p. 1137 0) 

Mr. Drxon. Dr. Iezzoni’s report was dated August 15, 1958. This 
was the experience of the largest number of cases that I assume any- 
one had compiled at that time pceape, 5 experience with Diabinese. 

Dr. Warner. That is quite correct, also. 

Dr. Rzxs. Yes. 

Mr. Dixon. Yet, in May 1959, which is considerably later, appeared 
this advertisement which we put in the record yesterday as exhibit 
351. 

(Exhibit No. 351 may be found on p: 11187.) 

Mr. Dixon. There, under “Safety,” it states: 

Diabinese is “well tolerated with minimum side effects in the therapeutic 
range of 100 to 500 mg.” Its striking effectiveness and “almost complete ab- 
sence of unfavorable side effects” have led to the prediction that “Diabinese will 
eventually prove to be the drug of choice in the sulfonylurea group.” 

Footnote 4 follows, and footnote 4 shows that the final quotation is 
taken from an article by Dr. Sheppe in the West Virginia Medical 
Journal, which we put in the record yesterday as exhibit 352. 

(Exhibit No. 352 may be found on p. 11340.) 

Mr. Dixon. As we pointed out yesterday, this study by Dr. Sheppe 
was based on only 60 cases. 

Your testing—in which you make this statement that I have read: 
“almost complete absence of unfavorable side effects”—is based upon 
this study by Dr. Sheppe of 60 cases, when, at the same time, you 
had approximately 2,000 cases that had an incidence of 27 percent of 
side effects. Would you explain that type of advertising? 

Dr. Warner. Yes. 

May I ask you to quote the exact statement used there again to re- 
fresh my memory in the advertisement, the full statement ? 

Mr. Drxon. I will read this quote, which is under the heading 
“Safety.” It says, “almost complete absence of unfavorable side 
effects.” 

Dr. Warner. The whole statement says: 

Diabinese is “well tolerated with minimal side effects in the therapeutic range 
of 100 to 500 mg.” Its striking effectiveness and “almost complete absence of 
unfavorable side effects” have led to the prediction that * * * 

Now I think it is important to bring out this dose relationshi 
here. Particularly, it is important inasmuch as 67 percent of this 
group in the Iezzoni summary that were discontinued for side effects 
were receiving doses in excess of a half gram. 

I would refer specifically to page 6 of the Iezzoni summary of 


August 15, which was submitted to the Food and Drug Administra- 
tion, and I quote: 


This would mean that whereas the percentage incidence of untoward effects 
sufficient enough to discontinue therapy was approximately 9 percent at all doses, 
after correcting this figure for side effects occurring in dosages over 0.50 gram 


per day, the percentage incidence at recommended doses would now be ap- 
proximately 3 percent. 


I am reading from page 6 of the Iezzoni summary. 

Mr. Dixon. The Iezzoni summary was not sent to doctors, was it? 

Dr. Warner. The Iezzoni summary, as such, was not sent to the 
doctors. The Iezzoni summary was, however, submitted to the FDA 
who, in turn, based their review of our package insert on this; the 
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information contained in the package insert is based upon this infor- 
mation, 

Furthermore, this information was submitted in toto to the Coun- 
cil on Drugs of the American Medical Association, who, in turn, based 
their monograph on chlorpropamide which was subsequently pub- 
lished in the Journal of the American Medical Association on this 
same information. 

Senator Krrauver.' Let me say this, Dr. Warner, or Mr. McKeen, 
a doctor is entitled to the fullest information about this drug or any 
other drug. I can’t understand, frankly, when you have made 2,000 
tests and you have unquestionably found 27 percent of side effects 
according to your own Dr. Iezzoni, and a little larger amount, accord- 
ing to the analysis by Dr. Loube that was carefully done, why you 
wouldn’t give that information to the physicians. They are entitled 
to the best. information they can get, but, rather than that 

Mr. McKeen. Just take a look at this, Senator. This is what was 
sent to them, hundreds of thousands of copies of these, full informa- 
tion, on the drug, sent to every physician in the United States. 

In our opinion, Senator, this drug was given the best informative 
distribution of any drug that has ever been launched. 

Senator Keravuver. I have seen your exhibits and you have put them 
in the record. I haven’t read them all. But I have yet to see where 
you have told the physicians that you found 27 percent side effects 
in your clinical testing. 

Jill you point out one place in your advertisements where you tell 
what our own medical examiner found to be the truth ? 

Dr. Rees. Mr. Chairman, may I say something, please? 

Senator Kerauver. I am asking Mr. McKeen if he will point out 
one place in your advertisements where you said that 27 percent side 
effects were found by your own physician. 

Dr. Rees. May I answer the question ? 

Senator Krravver. No, I am asking Mr. McKeen. 

Mr. McKeen. This is a medical question. If you wish me to re- 

eat 
® Senator Krravuver. Dr. Iezzoni is really the man who ought to be 
here to answer. 
Mr. McKren. Let me read to you again what Dr. Iezzoni said: 


This would mean that whereas the percentage incidence of untoward ef- 
fects—— 








Senator Kerauver. Just a minute. I am not asking you a medical 
question, Mr. McKeen. I am just asking a factual question, if you will 
point out any place in your advertisements where you gave the doctor 
full information which he ought to have ‘had, which is the truth, 
that your own medical examiner—who for some reason you won’t 
bring down here, and I can understand why you won’t—found that 
there was 27 percent side effects in these 2,000 cases. 

Just point it out in your advertisements. 

Dr. Ress. There is no reason to put that in the advertising, 
Senator. 

Senator Keravver. It is a factual matter. You have reviewed the 
advertisements, Mr. McKeen. I am not asking you a medical opinion. 
I am just asking you for a factual answer as to where you ever said 
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in brochure form or in articles, technical inserts, or whatever you sent 
to physicians, where did you ever tell him the truth that your own 
medical examiner found 27 percent side effects ? 

Mr. McKeen. Let me repeat again what was included in this report. 

The percentage incidence at recommended doses would not be approximately 
8 percent. 

Dr. Warner. There is a lot of difference between 3 percent and 27 
percent, and I submit that it is quite important also to regard with 
respect to side effects how many of the patients were actually taken 
off the drug because of the side effects. Many of them were minor, 
as was pointed out yesterday, by Dr. Loube. 

Some of these side effects are inconsequential. 

Senator Keravuver. I think the physicians of this country ought 
to know that on examination by your own medical director and what- 
ever doses may have been given. He found 27 percent side effects. 

You have blitzed the medical profession with your advertising. In 
my opinion, you have withheld the most important fact from the 
physicians of the United States. 

r. uae: Mr. Senator, may I ask again, please, for permission to 
speak ¢ 
F Seat Keravver. It is your own medical finding. 

Dr. Rees. May I ask again for permission to speak, Senator? 

Senator Kerauver. Do you find any place where you said 27 
percent ? 

Mr. McKeen. I completely disagree with you, Senator. The 27 
percent had nothing to do with chlorpropamide. There is no cause 
and effect shown at all. You keep on hammering on this 27 percent 
and it is going to be picked ‘up and it is not correct. Just like the 
43 wasn’t correct. 

We did disseminate information on this drug, and I tell you honestly 
and sincerely we did it to the very best of our ability. 

Look at these, Senator. I don’t know whether you understand 
exactly what they are. It contains the information on which the 
Food and Drug and on which these percentages of incidence of side 
effects are contained right in these brochures, written by independent 
investigators, working In university hospitals.” 

Senator Krravuver. Let’s don’t get away from the question. 

Dr. Rees. May I answer the question again, please ? 

Senator Kerauver. Let me state the question again, 

Dr. Rees. I know the question. May I answer it? 

Senator Keravver. Just a minute, Dr. Rees. You weren’t there at 
the time. Dr. Iezzoni is not here. This was the clinical investigation 
on Diabinese which you sent to the Food and Drug Administration in 
order to get your application approved. Approximately 2,000 cases 
were studied. The tests were made by people that you had selected to 
do the clinical testing, to report to your own medical examiner on Dia- 
binese, and they found on the use of Diabinese that there were 27 
percent side effects. 

Mr. McKeen. And no proof that there was any connection with 
chlorpropamide, Senator, no cause and effect shown. 


Senator Kerauver. Anyway, from the use of it here, they have 27 
percent—— 
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Mr. McKeen. We honestly reported to the Food and Drug every 

single case that arose. 

enator Keravuver. Why didn’t you report that from the patients 
examined by your medical examiner, 27 percent were found to have 
side effects, and if you wanted to make some explanation about it, why 
didn’t you do so? 

But show me anywhere in all of this voluminous literature that you 
have sent to the doctors where you gave them your own medical direc- 
tor’s report—— 

Dr. Rees. Mr. Senator, you have made your point. May I give 
mine, please? 

Senator Keravver. Very well. 

Dr. Rees. Thank you. This 27 percent refers to all side effects and 
was explained by the Government witness yesterday, Dr. Loube, that 
a great many of these side effects cannot be attributed to the taking 
of Diabinese; that many of these would occur in any group of indi- 
viduals no matter what they were taking, or if they were taking any 
kind of a drug. 

Second, I think that the physicians in our company were satisfied 
that this was a safe drug. I think the physicians in the Federal Food 
and Drug Administration were satisfied. I think that the more than 
400 physicians who attended the symposium sponsored by the New 
York Academy of Sciences in September of that year were satisfied 
and these include most of the investigators that covered this drug. 

And by the signed statement of 36 of these men the other day they 
are still using the drug and are satisfied that there is no great signifi- 
cant incidence of side effects, They are still using it. They are satis- 
fied with it. 

Mr. Cuumpris. Mr. McKeen—— 

i Senator Kuravuver. Just a minute, that doesn’t get away from the 
acts. . 

Dr. Rees. I certainly think it does. We have told those physicians 
in that meeting, every one of them were told of all the side effects. 
a Food and Drug Administration was told of all of these side 
effects. 

Senator Krrauver. Show me one place where you have told the 
physicians of the United States in your dozens of pieces of litera- 
ture 

Dr. Rees. We are talking about side effects that can be attributed 
to this drug, certainly not a headache that might come 

Senator Keravver. Just a minute, Dr. Rees. From the patients 
who were tested, 27 percent had side effects; maybe, you said, some of 
them weren’t attributable to the drug. 

Dr. Rees. A great many of them were not attributed to the drug. 

Senator Keravver. This is a list of what they were. Show me 
where you mentioned 27 percent and then give me some explanation 
that maybe some of it can area 

Dr. Rees. I don’t think there is any reason to put in 27 percent, 
because 27 percent were not due to the drug. 

Dr. Warner. We don’t know that they were relevant, as a matter 
of fact, and I still submit that the 3-percent figure that we have pre- 
viously cited as found at page 6 of the Iezzoni summary is much more 
significant to physicians. 
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Senator Keravuver. I certainly think that this is a gross withhold- 
ing a material fact from the physicians. I think this is what they 
are entitled to know. If you want to make any explanation about it, 
you can do so in the same brochure. I just can’t understand it. 

Mr. Cuumepris. Dr. Warner, you read from page 6? 

Dr. Warner. That is right. 

Mr. Cuumeris. And is it your contention that the material on page 
6 and the preceding page and the page following are explanations of 
the various tables that are included in Dr. Iezzoni’s report? Is that 
your contention ? 

Dr. Warner. That is exactly what they are. 

Mr, Cuumpris. And to look at the table without looking at the ex- 
— you miss the whole point of Dr. Iezzoni’s paper, is that 
right ¢ 

‘Dr. Warner. To look at the tables alone, the figures alone, would 
be virtually meaningless unless you happened to be acquainted with 
each and every patient reported in the table. This is prepared as a 
summary of findings based upon these tables. That is quite correct. 

Mr. Cuumpris. And, therefore, there is no more relevance to that 
27-percent figure as the side effects than it would be to Dr. Dolger’s 
43 deaths that he mentioned recklessly the other day which I under- 
stand later was refuted and Dr. Loube refuted yesterday ¢ 

Dr. Warner. That is quite true. 

Mr. Cuumpnis. It is your contention it is 3 percent rather than 27 
percent ? 

Dr. Warner. Exactly, when related to proper doses and related to 
side effects properly attributable to the drug. 

Senator Kerauver. Dr. Dolger is not here and he will have a chance 
to complete his statement. He has said that if he hadn’t been inter- 
rupted by Mr. McKeen, if he could have finished his presentation, he 
was going to give a breakdown of how many of these 43 deaths he 
thought were attributed—— 

Dr. Warner. May I state at this point that Dr. Dolger during the 
discussions last week had ample opportunity to participate. 

Senator Kreravuver. He had ample opportunity, but you interrupted 
before he finished his presentation. 

Mr. Cuumpris. The point Dr. Warner is making now, Senator, is 
that you stated that Dr. Dolger if he had been permitted to finish he 
would have explained away the 43. Dr. Warner has been trying to 
explain away the 27 percent but he seems to have difficulty in getting 
it across. His point is that the 27 percent, when it is properly ex- 
plained, reaches a figure of approximately 3 percent. That is found 
on page 6. 

Dr. Rees. Mr. Senator, may I refer you to a letter of January 6, 
1959, from Dr. Iezzoni to Dr. Williams? This was submitted in the 
material that was handed to you. 

Senator Krravuver. Let me ask you what is meant by Dr. Iezzoni’s 
statement on page 5? Do you have page 5 of Dr. Iezzoni’s summary ? 

Mr. McKeen. We didn’t get that at 

Senator Kreravuver. Can you find page 5 of Dr. Iezzoni’s summary 
of August 15, 1958? 

Mr. McKeen. Page 5? 
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(The summary referred to, exhibits 354 and 361, may be found on 
p. 11344.) 

Senator Keravuver. The third paragraph says: 

In table 14 we correlate the daily dose of Diabinese at the time of appear- 
ance of side effects with the occurrence of side effects with this medication. 
Firstly, one can see from this table that a total of 513 patients developed 636 
side effects from Diabinese medication. 

The reason that there were more side effects than patients is that 
some patients had developed more than one. What do the words 
“636 side effects from Diabinese medication” mean? That is out 
of a total of about 2,000 patients examined. What does that mean? 

Mr. McKeen, what does “side effects from Diabinese medication” 
awiean 4 

Dr. Warner. It means that in 513 patients certain untoward ef- 
fects or unexpected effects developed during the institution of Diabi- 
nese therapy. 

Senator Kreravuver. That is not what it says. It says, “from Di- 
abinese medication.” What does that mean ? 

Dr. Warner. Actually, it means during the institution of therapy. 

Senator Keravuver. You think so? 

Dr. Warner. We have already explained that you cannot definitely 
relate all of these side effects to the medication. All must be reported, 
but in many cases—— 

Senator Kiapsovus. Your own medical examiner says that these side 


effects are directly from Diabinese medication. Having been in 
charge of it he would certainly know better than you do, since you 


came with the company after this was all done, Dr. Warner. Don’t 
you think so? 

Dr. Warner. Not necessarily, Mr. Chairman. 

Dr. Rees. May I go back to the letter I mentioned a moment ago? 

Senator Kerauver. I would like to get your understanding of what 
“636 side effects from Diabinese medication” means. 

Dr. Rees. I think this letter will help clear it. 

Senator Keravuver. This is plain English here. 

Dr. Rees. Well, some of us unfortunately do not have a very good 
selection of words. 

Senator Keravuver. I think Dr. Iezzoni seems to be a pretty careful 
man. 

Dr. Resxs. He is a very careful man, Do you have the letter that I 
was referring to? 

Mr. Crrumpris. I think Dr. Loube explained that away yesterday 
in his tabulation of side effects. He did not say that they were at- 
tributable to the drug. He said that the people, these were people 
who were taking Diabinese, and he didn’t actually state that the 
cause of these different side effects were due to the drug itself. 

Dr. Rees. That is true, Mr. Chumbris. This is clearly coincidental. 

Senator Kreravver. He said that in connection with deaths. 

Dr. Rees. He said that with other side effects, too, Mr. Senator. 

Senator Knravver. But here we have Dr. Iezzoni’s clear unequivo- 
cal statement, from the man you selected to do your clinical testing —— 

Dr. Ress. This letter that I am trying to bring in was also written 
by Dr. Iezzoni. 
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Senator Kerauver. “636 side effects from Diabinese medication.” 
Why won’t you tell that to the doctors of the United States? 

Mr. McKeen. Here is an example of what was told by Dr. Iezzoni 
about that. 

Will you go ahead ? 

Dr. Rees. Do you have the letter of January 6, 1959 to Robert H. 

Williams, M.D., Department of Medicine School of Medicine, Uni- 
versity of Washington, Seattle, signed by Domenic Iezzoni? In the 
second paragraph of the letter; the second statement: 
It is probable that the incidence of side effects is going to be at the most 6 per- 
cent and quite likely even lower in the future. It is to be realized that the 
medication is discontinued because of the nature of the side effects in about 
one-half of the patients or three percent. 

Now, again, may I refer you to—— 

Senator Krrauver. What letter is this you are talking about? 

Dr. Rees. January 6, 1959, Dr. Robert Williams signed by Domenic 
Tezzoni. 

Senator Keravuver. Let’s make it exhibit 362. 

(Exhibit No, 362 may be found on p. 11387.) 

Senator Keravver. If lower doses cause less side effects, and larger 
doses more, so that the range cause 27 percent 

Dr. Rees. No, that isn’t quite true, Mr. Senator. 

Senator Keravuver. Why shouldn’t that be told to the physician ? 

Dr. Rees. No, you are not getting our point. The dosage is part 
of it, true, but also there are many other side effects that occur co- 
incidentally. As an exaggerated example, let’s say that you took 
two tablets of aspirin, walked across the street and were hit by a car. 
Do we attribute that to aspirin?’ Certainly not. 

Senator Keravuver. Dr. Iezzoni attributed it to Diabinese medica- 
tion. 

Dr. Rees. I still claim that this is undoubtedly a choice of words, 
and I am sure that Dr. Iezzoni would not attribute 27 percent of side 
effects to Diabinese itself, as witness his letter of January 6, 1959. 

Senator Keravuver. All I can say is this is the best evidence we have 
from him. 

Go ahead, Mr. Dixon. 

Mr, Drxon. Mr. Chairman, right on this same point, Dr. Warner 
brought up the question of dosage in relation to side effects. As I 
understand it, even in your first mailing to doctors, Dr. Warner, you 
enlarged the brochure and sent it to the doctors. That is now exhibit 
334, Mr. Chairman, so I will not ask that it be put in the record again. 

(Exhibit No. 334 may be found on p. 11292.) 

But I will point out that in exhibit 334, and in the package insert 
which is identical to it, up to September 1959 this statement appeared. 
This is what the doctor received with recommendations as to dosage: 

Most patients are adequately controlled by 250 milligrams to 500 milligrams 
daily. Occasional maintenance doses may be as little as 100 milligrams daily or 


as much as one gram daily. Patients who do not respond to one gram will 
usually not respond to higher doses. Maintenance dosage above one gram daily 


should be avoided. 

When you first put Diabinese on the market and sent out the 
brochure that accompanied the product, this recommendation of up to 
one gram dosage appeared. I would suggest that dosage information 
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from two other brochures, or packages inserts, be put in the record 
also. Exhibit 363 will be the August 1959 brochure, or package in- 
sert, which is identical to the one I have just read. Exhibit 364 will 
be ee insert of September 1959 which waschanged. It reads 
as follows: 


Maintenance Therapy: Most moderately severe, middle-aged, stable diabetic 
patients are controlled by approximately 250 milligrams of Diabinese daily. 
Many investigators have found that some milder diabetics may do well on daily 
doses of 100 milligrams or less. Many of the more severe diabetics may require 
500 milligrams daily for adequate control. Patients who do not respond com- 
pletely to 500 milligrams will usually not respond to higher doses. Maintenance 
dosage above 750 milligrams daily should be avoided. 

So between November 1958, when the drug went on the market, and 
up to September 1959, the top dosage recommended was one gram. 
Then in faatsnher 1959 the top dosage recommendation was changed 
to 750 milligrams, is that correct ? 

Dr. Warner. That is correct. 

(Exhibits No. 363 and 364 may be found on p. 11389.) 

Mr. Drxon. I refer back now to table 14 of Dr. Iezzoni’s summary 
report. It shows that 65 percent of the patients suffered side effects on 
a dosage of half a gram toone gram. You said here, as I interpret it, 
that these side effects did not occur as often with higher dosage. I 
point out to you that, despite this fact, in the inserts that went to the 
doctors, up to September of last year you were recommending as high 
a dosage as one gram, and you have never reduced the recommendation 
to less than 750 milligrams, is that correct? 

Dr. Warner. As you have stated it, it is essentially correct. How- 
ever, I believe it should be added that these represent maximum doses 
only and are applicable to only a very few patients. In other words, 
we recommend strongly, as we say in there, that if the patient does 
not respond to 500 milligrams, he probably will not respond to any 
more. Now, it is at the discretion of the physician whether he wants 
to push the dosage any more. We do not recommend it; no. 

Mr. Dixon. But you do recommend that it is permissible up to that 
level. You don’t tell him not to. You tell him it is permissible, de- 
spite the fact that these side effects, when you go above 500 milligrams, 
materially increase. Why haven’t you put out an insert to the doctor 
saying, “Don’t go above even 500” ? 

Dr. Warner. I think the problem is that we have to warn the doctor. 
We can’t tell the doctor what to do. We can interpret our experience 
for him and interpret it into a package insert. Now, as a physician, 
wouldn’t you assume that this means that very, very few patients 
should have been given maintenance dosage above 500 milligrams? 

Mr. Drxon. I don’t know how I would interpret it, as a doctor. 

Dr. Warner. Exactly; but I think it is very important to under- 
stand this. 

Mr. Dixon. If I were a doctor, I would be led to believe that I would 
be safe in using this drug within the limit of 1 gram prior to Septem- 
ber 1959, if I had read this package insert. I don’t know anything in 
your advertising that points out to the doctor that you have changed 
this recommendation to the top limit of 750. 

Senator Kerauver. That just points out up the fact, doesn’t it, Mr. 
McKeen and Dr. Warner, that if you had given the physician the 
information that Dr. Iezzoni found. that between doses of 500 milli- 
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grams and 1 gram there were 314 side effects out of some 1,900 patients 
who were examined, this information would have been useful to them ? 
They would have known better how to prescribe the medicine? 

Dr. Warner. I think it is—— 

Senator Keravver. But all you say in the original insert is: 


Occasional maintenance doses may be as little as 100 milligrams daily, 


You don’t say there may be harmful effects within the range of half 
a gram tol gram. Yet, your study showed that a great many side 
eflects occurred at that time. Then you later reduced that to 750, 
which is still greatly above 500 milligrams. Why didn’t you give the 
doctors this information ¢ 

Dr. Warner. In the first place, Senator Kefauver, I think it is quite 
fair to state that any physician treating diabetic patients is well aware 
that the dosage of any drug that he uses to lower the blood sugar must 
be a function of the individual patient; it varies with the patient. 
You can’t give a fixed dose recommendation with a hypoglycemic 
agent the way you can with, say, an antibiotic. We can only give 
ranges of applicability, and this is just exactly what we have done. 

Now, after using the drug, the physician will himself be able to 
determine the most effective range based upon the reaction of any in- 
dividual patient, and I would like to refer back to something that 
Dr. Hamwi said several days ago in testimony before this subcom- 
mittee. This is out of some 200 patients, I believe he said, at Ohio 
State on the drug, he had Sem an average maintenance dose of, 
I believe he said, 150 milligrams, 150 to 250. 

Mr. Drxon. He told that to all the practicing physicians in the 
United States ? 

Dr. Warner. I repeat that this is unpublished information as yet. 
I don’t think Dr. Hamwi has published this himself. 

Senator Kreravuver. The point is that even aside from these adver- 
tisements claiming no incidence of serious side effects and so forth, 
this insert you sent to the physician warning him of possible side 
effects when he gives larger dosages, that would certainly enable 
him to know better how to prescribe the medicine, wouldn’t it? 

Mr. McKeen. Senator, this discussion is again taking the turn that 
we have urged you to avoid, and I want to make a statement at this 
time. Once again, I respectfully appeal to you to eliminate medical 
discussions about which in many respects confusion has resulted. 
The search of this committee must be for the facts, not the headlines. 
Yet, sir, I submit that within the past 2 weeks our company twice 
has been the unfortunate victim of charges about our drug which 
arose because the facts have not been clearly understood. First, it 
was a statement that 43 persons had died from the drug. 

This was found to be completely false. Second, here this morning— 
misunderstanding figures—you persisted in holding that side effects 
amounted to 27 percent, when in fact those related to proper dosage 
and attributable to the taking of the drug is a much waellod 3 percent. 
It helps development of the facts little, Senator, that the large per- 
centage happens to be something your investigators are trying to 
prove—that does not in itself prove—namely, that our advertising 
overstated matters. 

May I again plead with you, Senator, in the interest of the public 
welfare and the peace of mind of those thousands safely taking our 
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drug, that you cease dealing with medical aspects of the drug, which 
are quite candidly apparently beyond the depth of this committee. 
Our drug is safe. It is being safely used where it is indicated. No 
misleading statistics can change this fact, Senator. And I would 
refer you to the article in this morning’s New York Times where it 
says that: “Diabetes expert scores Kefauver. Says patients who gave 
up drug may suffer setbacks.” This thing is spreading, Senator. It 
is very dangerous. And I would urge you, please, please, Senator, 
take within your own heart the suggestion that this can do untold 
damage, Senator. 

Mr. Drxon. Mr. McKeen 

Senator Kerauver. Just one second. Your statement is in line with 
a letter that I received at my office yesterday morning from Dr, Moss, 
but it didn’t get to Mr. Dixon until late yesterday afternoon or to 
me until this morning. I have had no opportunity of replying to 
the letter yet. The first I heard about it was when apparent M a copy 
was sent to Senator Dirksen who put it in the Congressional Record 
yesterday noon—which he has every right to do—but before I had 
seen it. , 

Mr. Cuumperts. He put it in at 5 o’clock—into the Record. 

Senator Keravuver. All right; 5 o’clock. Somebody told me about 
it. It was also printed in the “Pink Sheet” this morning, so it was 
oS pretty well circulated. 

will put this letter in the record as exhibit 365, and I will file a 
reply when I have had a chance to study it. My reply will be part 
of exhibit 365. 


Mr. McKeen, in reference to what you are bringing up, in the first 


place I pointed out yesterday that the competition which this com- 
mittee is studying carries with it the question whether the competition 
is fair or not, and whether there are unlawful or unfair discrimina- 
tions which enable one company to damage its competitors and secure 
a larger share of the market. Competition under the law should be 
fair and truthful. We found in your case that you secured a share 
of the market that you were entitled to secure, but we have received 
many letters from outstanding physicians questioning some of the 
advertising material in your brochures about this drug. Apparently, 
you don’t even give to the physicians the information contained in 
the reports of your own medical director, and pertinent information 
as to side effects is not given out. 

(Exhibit No. 365, including Dr. Moss’ letter and Senator Kefauver’s 
reply, may be found on p. 11393.) 

Senator Keravuver. br. Iezzoni is not here to enable us to talk 
with him about it. 

If the ethical drug industry is going to be successful based upon ex- 
travagance in advertising and failure to state pertinent information 
as to side effects, then that is an important matter for this committee 
and for the public to know. I know of no way of finding out about 
that except by getting the facts out, which we are trying to do. 

Dr. Austin Smith said that the Pharmaceutical Manufacturers 
Association, of which he is president, can’t do anything about it unless 
the antitrust laws are violated. I don’t believe, sir, that the truth over 
the long run hurts any profession or is harmful. I think the truth 
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in the long run must be beneficial to the medical profession, to the 
ethical pharmaceutical manufacturers, and to everybody else. 

We have heard testimony from the Arthritis and Rheumatism 
Foundation that advertisements for certain drugs which were shown 
to us on the bulletin board were practically worthless. Undoubtedly 
many people were taking those drugs. But if there could be public 
information about them, if patients could have statements by physi- 
cians that those ads were completely misleading and completely over- 
stated, somewhere that ought to be brought out. Otherwise, to follow 
your philosophy, if you don’t bring these facts out, the patients go 
along believing they are getting something worthwhile when, as a 
matter of fact, they are not. 

I believe that patients ought to be cautious. I think the evidence 
here and in other places justifies the patient in asking about side 
effects. It was testified here that understanding by the patient and 
cooperation with the physician is necessary. 

I think, by having the facts brought out here, that doctors would 
be better advised to talk with their patients and to advise them, if 
they have information that has never been given to them before. 

If the patient reads something about the Diabinese testimony here, 
he will talk with his physician and his physician will now be better 
able to give him the full story and to understand the full story 
himself. 

I don’t feel, sir, that if advertising is misleading, if it is not fully 
stated, that that fact ought to be buried. I think it ought to be 
brought out so the doctor will understand it. 

I wasn’t here when the matter of 43 deaths was brought out the 
other day, but I read the record carefully since that time. Dr. Dolger 
was the man first. chosen by you to test this drug. He is an eminent 
authority on diabetes. He didn’t carry on your tests. They were 
turned over to Dr. Iezzoni. There is no question about Dr. Dolger’s 
ability. Dr. Marble, who testified here, is a recognized authority. 
He says your advertisements are overstated and that a doctor would 
be badly advised to prescribe based on the ads that you are prepar- 
ing. Dr. Loube, who testified here yesterday, said the same thing, 
that these were overstatements that were misleading, that while he 
was prescribing the drug in some exceptional cases, he didn’t approve 
of it. 

If your drug is not good enough to stand the spotlight of public 
opinion, then we might as well know about it. If we have to subdue 
the truth in order to avoid, perhaps, causing people to ask questions 
about it, then I think the better course to follow is to try to get the 
truth out. 

Perhaps getting the truth out will cause the pharmaceutical manu- 
facturers, who are not giving all of the facts, to understand the im- 
portance of doing so. 

You complain about Dr. Dolger’s statement of 43 deaths. It wasn’t 
left clear from the statement in his prepared text whether he was talk- 
ing about 43 deaths which occurred or whether the 43 deaths might 
have been attributed to Diabinese. He has reported that he had ex- 
pected to elucidate, to explain in detail, many of his broad statements 
that. he had put in his statement. He was prepared to go on with his 
presentation. He even had slides to show here. But before he had 
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read the last paragraph of his prepared statement, you interrupted. 
So you and ths! heyeisians with you engaged in a general colloquy 
and then the meeting was adjourned. When Dr. Dolger was asked 
about it, as I understand it, he said that he was going to explain that 
that figure referred to 43 persons who died from whatever reason, 
and that there were only 8, in his research, whose deaths he had at- 
tributed to Diabinese. 

So if there is any blame on that, you have to share it, Mr. McKeen. 

I think I should point out also that I don’t like this business of 
getting into a wrangle between one drug and another. But in your 
various advertisements and your other statements, you have asserted 
the superiority of your drug over others, that Diabinese is the drug 
of choice. I take it that means where doctors have a choice of using 
on drug or another, that Diabinese is the drug best suited for their use. 

I believe that there are matters of such great importance, both from 
the ar pe of competition and from the viewpoint of trying to get 
the full facts to the public, that while I regret the embarrassment that 
arose from Dr. Dolger not being able to explain his statement while 
he was here, the meeting being adjourned before he had got around 
to it, that was unfortunate, but we are just trying to bring out the 
facts. 

What we are asking you now is about the facts reported by your 
own medical director. Our questions relate to whether you have cor- 
rectly stated what your own medical director reported to the Food 
and Drag Administration. Do you have something else to say ? 

Mr. McKeen. Yes; I have, Senator. I appreciate the opportunity 
of doing so, too. Let’s set the record straight on Dolger. I did not 
interrupt. I asked for an opportunity to be heard and received it. 

Dr. Dolger had finished his talk, according to a prepared copy of 
the statement that we received, and I did not egpieachs and ask for 
permission to rebut his testimony,until that time. 

But, even more important than that, Senator, the scheduling of the 
timing of the presentation of his report was such that he got his state- 
ment in about the 43 deaths just before you terminated that after- 
noon’s hearing. So as the reporters left, that is all they had. And it 
was sent around the country. 

Senator Kerauver. He read his statement in the afternoon, sir; 
then the bells rang for a vote, and I had to declare a recess in order to 
go and vote. 

Mr. McKeen. I understand that, Senator. I didn’t mean to indi- 
cate that it was deliberate. 

Senator Krravuver. Senator Wiley was good enough to carry on the 
hearing, because I had to leave for another engagement. That was 
in the afternoon. 

As I understand it, there was one paragraph of his formal] state- 
ment he had not had a chance to read when you asked permission to 
be heard. You came up and sat down with Dr. Warner, Dr. Rees, and 
Dr. Hamwi, and then a general colloquy ensued until the time was 
late and then the meeting was recessed. 

The record speaks for itself on that matter. 

Mr. McKeen. Yes; but I would like to go on further to say that 
Dr. Dolger sat here for the rest of the afternoon participating in this 
discussion, and not once, not once did he say that it was 8 in his opin- 
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ion and not 43—not once. It wasn’t until he left the stand here 
and talked to Bernard Nossiter, the reporter, did he indicate then 
that in his opinion it was 8 and not 43. 

The record shows, Senator, that he spoke for hours, and he said, “I 
stand on my position and this is it.” 

Senator Kerauver. He was answering on a great many things that 
were said. But the record speaks for itself. 

Mr. McKeen. It does, Senator. 

Senator Keravuver. Anyway, that is my understanding of what he 
wanted to say had he been able to finish his presentation. 

Mr. McKeen. May I go on, Senator, to say again, to reiterate, 
that what you are dealing here with, when you are talking to these 
physicians on matters that have caused great concern throughout the 
country, are matters of medical judgment, Senator. If I may respect- 
fully say so, I don’t think anyone on the committee has had the edu- 
cation or the background, or even the knowledge of the terminology, 
to fully understand what is going on in these discussions. Now, what 
does this lead to, Senator? 

It leads to the passage of a judgment—— 

Senator Kerauver. Mr. McKeen, do you think Dr. Iezzoni had the 
technical knowledge to understand what this was all about ? 

Dr. Warner. May I interrupt here for a moment, Senator? 

Senator Keravuver. I am asking Mr. McKeen. 

Mr. McKeen. Sir? 

Senator Kreravuver. Did Dr. Iezzoni have the technical and profes- 
sional knowledge to understand what this was all about ? 

Mr. McKeen. He did, sir. 

Senator Kerauver. Then our questions are going to be related to 
what Dr. Iezzoni said. 

Mr. McKeen. Yes, but it takes medical knowledge to understand 
what Iezzoni is saying, Senator. If I may respectfully submit, I 
don’t think that the committee is in a position to interpret what he is 
saying in that report, and this line of questioning is fully indicative 
of that. 

Mr. Drxon. Mr. McKeen, does it take technical knowledge—— 

Mr. McKeen. Let me go on, please. I didn’t interrupt before. 
Now, I would like to complete what I have to say, if I may. 

Senator Kerauver. Yes; you may. 

Mr. McKeen. You are dealing with matters of extreme impor- 
tance in the medical area. It does take people trained in medicine 
to even understand Iezzoni’s report. This is why the Food and Drug 
does have competent doctors there, so a doctor can talk to a doctor, 
and interpret what he means by a side effect and evaluate it. This 
is a valuable and needed drug, Senator. It works where other oral 
antidiabetics fail. It can save people’s lives when used in proper 
dosage and in properly selected patients. 

Now, this story in the New York Times fully indicates that there 
are patients today reading what is going on in this room who may 
of their own volition decide to stop taking an oral antidiabetic, not 
only Diabinese but any of them, as a result of this hearing, and he 
won’t bother to report to his doctor. The first day or two he feels 
good. He doesn’t know that hyperglycemia is occurring within him- 
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self. You frighten that individual out of taking his proper medica- 
tion, and this is not good, Senator. 

I make one more last plea. Please, please, Senator, keep this in 
mind, in the line of questioning. I don’t want to share this respon- 
sibility with you. I refuse to do so. It is yours and yours alone, 
Senator. I have reached a point where I no longer can do it. I beg 
of you once more, please keep in mind these patients, Senator. 

Senator Keravver. Sir, the patients are who we are trying to keep 
in mind. We have had before us two of your former medical direc- 
tors, who said that they had been overruled or they didn’t have the 
final say on medical advertisements. Did Dr. Iezzoni have the final 
say on this advertisement ? 

Mr. McKeen. That is not correct, Senator. I wish you would, 
Senator, please, I wish you would—Weinstein specifically says in the 
record that he did approve advertising, no question about that. Wein- 
stein says this in the record, Senator. 

Senator Keravver. He said he didn’t have the final review. 

Mr. McKeen. He did have final review, and he did have approval, 
and he says so in the record, and I submitted to you a long brief with 
regard to the Seidel and Weinstein matter, Senator. Let’s not rehash 
those. 

Senator Krravuver. The record will speak for itself on that. 

Mr. McKeen. Let me read this to you. Senator Hruska asking this 
question : 


When you say advertising, is that the placement of advertising? 


Dr. Weinstein replying: 
No, sir. 


Senator Hruska. What do you mean by that? 

Dr. WEINSTEIN. The pattern that was established when I was there was that 
advertising before it could be placed in any of the journals or sent out in mail- 
ings, and so forth, had to be approved by the physician. 

Senator Hruska. As to technical content and phraseology and language? 

Dr. WEINSTEIN. Yes, sir; medical aspects. 

So, Senator, here it is right in the record. There is no need to say 
that either of these two men didn’t approve advertising. 

Senator Kerauver. That was when Dr. Weinstein first came with 

ou, then I think he found the situation deteriorating. But we will get 
his statement. 

Mr. Kittrie? 

Mr. Krrrrie. I would like to ask some general questions of policies 
relating to this. After all, this is a legislative committee, so we are 
not so much interested in judging Pfizer as much as learning what 
this should mean in the future. 

From these statistics on table 14 of Dr. Iezzoni’s we learn that ap- 
parently the incidence of side effects depends to a large degree on 
the size of the prescription given to the patient, and although you 
had about 20 some percent of patients developing side effects, 1 notice 
here that in patients taking less than a quarter of a gram, you have 
only 1 percent of all the patients showing side effects, those taking 
a quarter of a gram to those taking 49 milligrams—— 

Mr. Dixon. 60. 
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Mr. Kirrrie. Of the total patients it is 9 out of 2,000 patients. 
There are 2,000 patients and 9 showed side effects so that is a half a 
percent. Then 83, which is about 4 percent of the total patients taking 
this drug—I am not taking it as percentage of the 500 but of the 2,000. 
So of the second group, those between a quarter of a gram to less than 
half, 4 percent showed side effects, and then those taking between 
half a gram to 99 milligrams, 10 percent showed side effects. 

Now, we have all discussed here how important it is to leave to the 
doctor the final decision as to how to treat his patients. Now, every 
doctor may have a different view as to the kind of chances he may 
want to take with his patient. Now, would you be in favor of legis- 
lation which would require that in this two-page brochure of yours 
tabulations would be given of the side effects as shown in the clinical- 
testing period ? 

Now, we all realize that it is very difficult to relate side effects to 
the particular drug. But since we are so concerned about the doctor 
being well informed and the doctor being able to make a final decision, 
would it be or would it not be wise to give the doctor a breakdown of 
side effects and telling him of 2,000 cases—and this would be true in 
all new drug applications, we are not talking about you particularly— 
showing him, “If you look at this table, you will notice that when 
patients were given such a dosage, side effects were 2 percent. If this 
was increased, side effects were smaller or larger,” and leaving it to 
his final judgment to decide (A) whether he wants to use the drug, 
and also in what quantities does he want to prescribe it. 

Dr. WARNER. 1 think this is in the realm of the physician’s final 
judgment anyway, and I would submit along this line that these 
matters are indeed one of medical interpretation and can be in- 
terpreted by someone as a physician or in one of the biologic sciences. 
Now, this is exactly the reason why the AMA Council on Drugs re- 
views this information. They are certainly a group who is more than 
qualified to review this information. They do so. All of this material 
was submitted to the AMA Council on Drugs, and, subsequently, for 
the service of the medical profession in general they interpreted all 
this data and summarized it in the form of a monograph which, as I 
recall, is printed in the January 2 issue of the Journal of the Ameri- 
can Medical Association. Now, had they thought that this 27 was an 
appropriate figure to include, I am sure they would have included it, 
and I reemphasize that these are a group of physicians eminently 
qualified to judge and interpret this data. 

Mr. Kirrrim. But shouldn’t the doctor know the relationship of the 
dosage to side effect? After all, you spent a lot of time and money 
studying 2,000 cases. Wouldn’t it benefit the individual doctor that 
picks up this drug to know what the experience has been, as related 
to dosage ? 

Dr. Warner. Certainly it would. 

Mr. Krrrrie. If he discovers that if he uses a dosage of less than 
one-quarter of a gram only one-half of a percent of his patients are 
likely to show side effects, he will know what he is dealing with. He 
may decide, “Well, I am not going to give a bigger dosage.” I mean, 
wouldn’t it really be giving!—we want to take this out from the 
realm of legislative inquiries. We want to leave it within the hands 
of the professional person to interpret. Wouldn’t it be wise to trans- 
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fer it from the —— people that you have to the hands of the 
doctor, and let make the decision that every individual doctor 
know the incidence of side effects ? 


Dr. Rezs. Mr. Kittrie, this is what we did with the AMA Council. 
This is the purpose of the council. This was previously submitted, 
and I think it is exhibit No. 339, if you wish to refer to it, but may 
I read from this report from the council : 


The criteria used to select candidates for therapy with chlorpropamide are 
the same as those set forth for tolbutamide. Therapy with chlorpropamide 
should be undertaken with the same caution as with tolbutamide. Careful in- 
struction of the patient, insistence on rigid adherence to dietary restrictions, 
and meticulous followup observations—all essential for the safe and efficacious 
use of tolbutamide—are equally necessary with the use of chlorpropamide. 

In general, all of the side effects and untoward reactions previously reported 
with tolbutamide have been observed with chlorpropamide. Although the overall 
incidence of these effects is low, most investigators indicate that they tend to 
occur somewhat more frequently with chlorpropamide than with tolbutamide. 
It is to be noted, however, that average doses of chlorpropamide considerably 
in excess of those now recommended and found clinically effective were believed 
necessary in the early clinical investigations, and, as a result, the reported in- 
cidence of toxicity may be unduly high. The influence of lower dosage levels 
now bing used to decrease the incidence of toxic effects remains to be seen. In 
addition, there is considerable evidence that all sulfonylurea compounds inter- 
fere, to some degree, with certain enzymatic processes within the liver; in this 
respect chlorpropamide is similar to tolbutamide in that both should be admin- 
istered with extreme caution, if at all, to patients with a history of hepatic dys- 
function, with frank jaundice or liver disease being an obvious contraindication. 
A low incidence of completely reversible jaundice on the basis of intracanicular 
biliary stasis in association with chlorpropamide therapy has been reported. 
Accordingly, although transient alterations of alkaline phospatase are often 
observed after institution of chlorpropamide therapy, a persistent, serially rising 
level constitutes an indication for withdrawal of therapy. 

Although hypoclycemia of a serious degree has, on occasion, been reported 
after the administration of tolbutamide, such reactions are more readily pro- 
duced by overdosage of chlorpropamide. The exaggerated hypoglycemic effect 
is most likely to occur during the transition period from insulin, but it is a poten- 
tial danger at any time when there is careless manipulation of dosage. Because 
of the prolonged action of chlorpropamide, if a hypoglycemic reaction occurs, the 
patient should be treated with glucose and observed over a period of time to 
guard against the reappearance of a hypoglycemic episode. To avoid the occur- 
rence of hypoglycemia, the correct dose of chlorpropamide should be given prefer- 
ably as a single dose with or before breakfast. Chlorpropamide should not be 
given in the evening without meals. Also, because of its increased potency, 
chlorpropamide shows a certain similarity of effect to insulin in that the margin 
of safety between doses producing euglycemia and hypoglycemia is smaller than 
with tolbutamide. Hence, with chlorpropamide, as with insulin, it is imperative 
that there be a careful initial adjustment of dosage, as well as adequate orienta- 
tion of the patients concerning hypoglycemic reactions and their control and the 
necessity of regular, thorough, followup examinations. 

It is still too early to make a final assessment of the comparative merits of 
chlorpropamide and tolbutamide. Presently available evidence, however, would 
suggest that the advantages of chlorpropamide are threefold: (1) It may be 
useful in some patients who are originally or who may become unresponsive to 
tolbutamide. (2) It may make possible a somewhat smoother control of blood 
sugar. (3) Its prolonged action makes it more convenient to use; ie., less 
frequent administration of smaller doses. On the other hand, chlorpropamide 
has several disadvantages when compared with tolbutamide. These are (1) a 
slight higher clinical toxicity and a smaller margin of safety with respect to 
production of hypoglycemia and (2) the possibility of jaundice. 


I would like to say that is based on the reports submitted to the 
Food and Drug Administration. 


a ee ee oe a” a oe 





Sey ewe 2s Sa Se eee! ft 


omeanzacdm 


ee 
o 











ADMINISTERED PRICES 11231 






Mr. Krrrrte. Doctor, I would like to have _— own conclusion or 
your own idea about this statement. After all, we are not trying to 
sit here and try Pfizer. We are interested in knowing what benefit 
we can derive from this, and I am really curious to know whether, 
for example, you, as a professional man, would feel that there would 
be any advantage in the future requiring that a table relating to the 
incidence of side effects be included in the material going out when a 
new drug is introduced ? 

Dr. Rees. Mr. Kittrie, this is a very difficult question to answer. 
We are talking about numbers of side effects. We are also talking 
about the quantity of side effects. Now I agree with you that ade- 
quate warning should be made to the physicians, and I think that we 
have complied with this. I know that every physician in Pfizer feels 
very strongly about this. Physicians must be told what the drug can 
do and what it cannot do and what the post side effects are. I think 
that we have adequately done this. Now, I do say that we have sub- 
mitted all of the evidence to two bodies of men, experts whose judg- 
ment we respect. Now, if they, in turn, feel that 27 percent should 
be made available to all physicians, this is up to them and we will 
comply with them. 

We have two organizations who are judging that now. I do not 
believe that the figure of 27 percent should be made available to all 
of the physicians, because I don’t think this is true. We have given 
these men—if every physician were permitted time to sit down and 
review each and every one of these case reports and then make his 
own decision, this would be fine. But this we cannot do. So, there- 
fore, these physicians must rely upon the judgment of their fellow 
men, experts in their own fields, and this I charge that we have sub- 
mitted all of this material to these two groups. 

Mr. Krrrrie. I can assure you that I am not referring to your past 
experience. I am not interested here in trying Pfizer for what it did 
or did not do. I am actually interested to know whether this would 
be a good procedure in the future, completely regardless of your own 
experience in this particular case. 

I don’t think we are sitting here or are supposed to be sitting here 
in judgment to determine your past conduct. 

Dr. Rees. No. 

Mr. Cuumprris. Dr. Rees, if you will yield just one moment. 

Dr. Rees. Yes, sir. 


Mr. Cuumepnris. I am reading from Dr. Loube’s statement yesterday 
on page 4858. He said this: 


In regard to the reported incidence of side effects, it should be pointed out 
that it is not at all unusual that medications which are used from day to day 
in medical practice and are of great value are known to have a significant num- 
ber of side effects. In the case of the drug under consideration today, I do not 
personally feel that the side effects described should be construed as prohibitive 
of the effective use of this medication when properly indicated and especially 
when properly administered. 

I do feel, however, that the side effects are distinctly of sufficient importance 
to be carefully brought to the attention of any physician who plans to use chlor- 
propamide in the treatment of his diabetic patient. 


Now, going to your material that you sent out with the drug and 
that went to every doctor in the United States, is it your contention, 
then, when you explain under dosage as was read earlier by Dr. 
Warner, that up to 100 milligrams, it has a certain effect, and up to 
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250 milligrams, it has a certain effect, and then up to 500 milligrams, 
it has a certain effect, is a warning to the doctors as to dosage; and you 
have a special warning about over 1 gram daily ? 

Then, under your side effects you point out almost the same type of 
side effects that Dr. Loube mentioned in his statement yesterday. 

Do you feel that by doing that you meet the requirements of the 
Federal laws as they now exist ? 

Dr. Rees. Oh, I think so; very definitely. 

Mr. Cuumpris. And as far as anybody can be misled by this—let 
me rephrase that. 

Then it is your contention that you have complied with what the 
law now stands and what Congress has stated should be the require- 
ment of every pharmaceutical manufacturer of ethical drugs should 
comply with to keep his particular ethical drug on the market ? 

Dr. Rees. Yes, sir, I do. 

Mr. Drxon. Mr. Chumbris, before we leave that subject, I want to 
read a letter that was submitted to us by Pfizer, dated November 14, 
1958, from Dr. Iezzoni to Dr. Maxwell Spring in the Bronx, N.Y. 
It is not an exhibit, Mr. Chairman. In the last paragraph to this 
doctor, Dr. Iezzoni states: 


Also would recommend that as a result of this experience— 


referring back to correspondence that Dr. Spring had with Dr. Iez- 
zoni about experience with Diabinese— 

no diabetic patient should be started on more than 500 milligrams of Diabinese, 
regardless of whether or not such has been on insulin. 

That is November 14, 1958. In your package inserts, certainly 
nothing was said like this for nearly a year. 

Dr. Warner. This was stated in the original package insert, Mr. 
Dixon, that the starting dose was 500 milligrams. 

Mr. Dixon. That it was 500 milligrams? 

Dr. Warner. Half a gram, the original package insert. 

Mr. Drxon. That is under “Dosage” ? 

Dr. Warner. Yes. 

Mr. Krrrrim. It says: “No diabetic patient should be started on 
more than 500 milligrams.” 

Dr. Warner. “More than 500 milligrams.” This is what was 
stated. 

Mr. Drxon. All right, sir. 

Mr. Chairman, in the material that was submitted to us by Pfizer 
were several documents which we asked the Food and Drug Admin- 
istration whether they had been submitted to it, together with the 
other material submitted in connection with Pfizer’s application for 
anew drug application for Diabinese. 

I have five such documents in my hand, Mr. Chairman. I would 
like to have these marked “366 through 370.” 

Senator Keravver. Very well, let them be made exhibits. 

(Exhibit No. 366, also referred to as exhibit 347, may be found 
on p. 11322; exhibits Nos. 367 through 370 may be found beginning 
on p. 11400.) 

Mr. Dixon. Exhibit 366 is dated July 8, 1958. It is a memo from 
Dr. Iezzoni to Mr. McKeen, and the subject is: “Diabinese Studies to 
Date.” 

Exhibit 367 is dated July 11, 1958, a memo from Dr. Iezzoni to the 
file. The subject is: “Chlorpropamide-Jaundice.” 
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Exhibit 368 is dated June 24, 1958. It is a letter to Dr. Lukens in 
Philadelphia, from Dr. Iezzoni. 

Exhibit 369 is dated July 29, 1958, a memo from Dr. Iezzoni to Dr. 
Carlozzi. The subject is: “Diabinese-Jaundice.” 

And exhibit 370 is dated September 3, 1958, a memo from Dr, Iez- 
zoni to Dr. Carlozzi. The subject is: ‘Diabinese-Hypoglycemia.” 

At the request of counsel—and I think properly so—the name of 
any patient has been deleted very carefully so there will be no possi- 
bility that this will get into the public domain. 

Dr. Regs. Yes, sir. 

Mr. Drxon. In that connection, Mr. Chairman, I would also like to 
have marked as “371” the Food and Drug Administration’s Form 
356, Revised 1956. 

Senator Kerauver. That will be made exhibit 371. 

(Exhibit No. 371 may be found on p. 11417.) 

Mr. Dixon. This is the form that must be used in the filing of a 
new drug application. Section 1 says that there must be submitted, 
among other things: 


(1) Full reports of all investigations that have been made to show whether or 
not the drug is safe for use. 


(1) (c) reads: 


The unexplained omission of any reports of investigations made with the drug 
by the applicant or submitted to him by an investigator he supplied with the 
drug that would bias the evaluation of the safety of the drug constitutes grounds 
for the refusal of or suspension of an application. 

Why were not these documents submitted together with the other 
information that went to the Food and Drug Administration ? 

Dr. Rees. I think the information was submitted to the Food and 
Drug Administration. 

Mr. Dixon. They have informed us they were not. We wrote a 
letter to Mr. Larrick about it, and on May 2, 1960, Mr. Larrick, in a 
reply addressed to Senator Kefauver, pointed out that these were not 
submitted. 

Senator Keravuver. Let’s make the Food and Drug letter an exhibit. 

Mr. Dixon. That will be 372. 

(Exhibit No. 372 may be found on p. 11419.) 

Dr. Rees. May we take up each one of these, point by point? 

Senator Keravver. Let’s go over them one by one. 

Mr. Dixon. Exhibit 366 was from Dr. Iezzoni to Mr. McKeen, 
July 8, “Diabinese Studies to Date.” 

Dr. Rees. Yes, I have that. What is the number of that exhibit? 

Mr. Dixon. We have made that exhibit 366. Exhibit 372, the letter 
from Mr. Larrick to Senator Kefauver, says this was not submitted. 

Dr. Rees. This letter, Mr. Dixon, was it a letter to Mr. McKeen? 

Mr. Drxon. It isa memorandum ? 

Dr. Rees. A memorandum to Mr. McKeen. This is for internal 
consumption. I think you will find, if you compare all of the figures 
on this letter of July 8, they are all included in the memo of August 
15, which was given to the Food and Drug Administration. 

Mr. Dixon. But this memorandum has evaluations and judgments 
in it that I do not necessarily find in the August 15—— 

Dr. Rees. It is not our policy to make judgments when we submit 
information to the Food and Drug Administration. 
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Mr. Drxon. Isn’t it your responsibility, based on the form I have 
just read, that you have an lesion under the law, in applying 
for approval, to submit a full report of all investigations that be 
been made? This is a report by certainly the most highly qualified 
person to evaluate these matters, Dr. Iezzoni, isn’t tT 

Dr, Rexs. No. I say that every bit of information on here that 
you are suggesting we withheld was submitted to the Food and Drug 
eens and, if you would like, we can take them up point 

oint 
Mir. Drxon. For instance, in exhibit 366, starting at the bottom of 

age 2 
: Dr. Rees. Yes, sir. 

Mr. Dixon. This appears: 


The gastrointestinal side effects of nausea, vomiting, and epigastric distress, 
although less frequent at the lower dosage levels of 0.25-0.5 gram a day, are 
still more frequent than generally noted with Orinase. 


On page 3, continuing: 


From our evidence to date, it is unlikely that our recommended dosage levels 
will go below 0.25-0.5 gram a day in the great majority of patients. There are 
still a sufficient number of patients who require as much as 0.75-1.0 gram a 
day to control adequately their diabetes. 

There have been several instances of severe hypoglycemia in patients receiv- 
ing doses as low as 0.25-0.5 gram a day No death has occurred from hypo- 
glycemia at these lower dose levels. One patient, however, died of intractable 
hypoglycemia following Diabinese medication. 

Among other complaints still evident at the lower doses are such things as 
headaches, hazy vision, depression, weakness, and three cases of eosinophilia. 


Is that itching? 


Dr. Rees. No, that is an element in the blood, a formed element 
in the blood. 
Mr. Drxon. Then, continuing: 


Of the side effects noted with Diabinese medication the jaundice and exfolia- 
tive dermatitis are particularly outstanding when one realizes that, to date, 
there has been no reported instance of either of these complications in patients 
treated with Orinase. 


This is a report only of studies in the United States. Similar types of severe 
reactions appeared in studies in the international area. 

That is not in the August 15 summary. 

Dr. Rees. This is an analysis for our own information, Mr. Dixon. 
This is not a report of investigation. 

Mr. Drxon. He says: 


This is a report only. 


Dr. Res. That is right, of a memo to Mr. McKeen. 

Mr. Drxon. I come back to the requirement of the form which you 
are supposed to meet: 

(1) Full reports of all investigations that have been made to show whether 
or not the drug is safe for use. 

Dr. Rees. All right, I think we have complied with this. Full re- 
ports of all investigations. Full reports of all investigations. 

Senator Keravuver. Mrs. Goodwin, one of our subcommittee coun- 
sel, in telephone conversation with the General Counsel of the Food 
and Drug Administration, obtained an interpretation of section 130.4 
of the FDA regulations. A memo by Mrs. Goodwin states: 


Mr. Goodrich, General Counsel of the Food and Drug Administration, ad- 
vised me by telephone today that the above provision would include all scien- 
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tific knowledge acquired by the company; in other words, everything the 
company has that would have a bearing on the safety of the drug. Full re 
ports of all investigations provided in (1) (a) is not, according to his interpre- 
tation, limited to reports of investigators specifically designated on clinical 
case studies, but would include any information in the company’s possession 
relating to the safety of the drug in question. 

Frankly, there are several things in this memo that I don’t find in 
the August 15 report of Dr. Iezzoni. 

Dr. Rers. Which one, sir? 


Senator Kerauver. Where are these evaluations? It says: 

Side effects * * * are still more frequent than generally noted with Orinase. 

There is no comparison with Orinase here. 

_ Dr. Rees. No, this is not our responsibility to compare these two 
in such a memo. 

Dr. Warner. May I point out that we submit information and cer- 
tain summaries of this information to the FDA in its entirety. The 
9 of this information and their interpretation is up to the 
FDA. Wecannot interpret for the FDA. 

Mr. Drxon, Yes, but why isn’t it very important? Dr. Iezzoni who 
was in charge of this very program that had been set up to evaluate 
this drug and, I would assume, to gather the data upon which you 
were basing an application. 

Dr. Warner. Yes, but the case—— 

Mr. Dixon. Why wasn’t it important that every paper and every 
evatuntion of Dr. Iezzoni be given to the Food and Drug Adminis- 
tration ? 

Dr. Warner. The case reports with all of the information on each 
geceent cited here have been turned over to the FDA as part of our 

Now, the FDA certainly is capable of analyzing them for them- 
selves and actually it is their responsibility. 

Mr. Dixon. Yes, but to aati a responsibility, it must be fur- 
nished. 

Dr. Warner. That is right, and all the information has been fur- 
nished. 

Dr. Rees. Shall we start at the top? 

Mr. Dixon. This wasn’t furnished. 

Dr. Rees. Shall we start at the top of page 2 and talk about each 
case by number ? ; 

Senator Kerauver. The memorandum speaks for itself. 

Dr. Rees. I don’t believe that is quite true, Mr. Kefauver. We 
charge that every bit of clinical investigation referred to in this memo 
of July 8 has been submitted to the Food and Drug Administration. 

Senator Krravver. This looks to me as if it was important enough 
to submit to Food and Drug, rather than to Mr. McKeen. . 

Mr. Dixon. You say all of this on which it was based was submitted. 
Are you talking about these 15 volumes over here? : 

Dr. Rees. Yes, sir, and also the summary of August 15, including 
the sumary of August 15, Mr. Dixon. 

Mr, Drxon. That would mean that for some evaluator to evaluate 
this, he would have to go through each one of those volumes and make 
the tedious evaluations and findings, wouldn’t he? j 

Dr. Ress. This is up to them, yes, sir, but we also submitted our 
summary and analysis of these reports. 
35621—60—pt. 2016 
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Mr. Drxon. A new drug application automatically becomes effec- 
tive within 60 days unless it 1s suspended or held up. Am I correct 
in my understanding? 

Dr. Rees. I can’t answer. This is outside of my province in the 
company. I can’t answer that. 

Senator Keravuver. I don’t find in Dr. Iezzoni’s report of August 
15, this statement from his July 8 memo: 

Of the side effects noted with Diabinese medication the jaundice and ex- 
foliative dermatitis are particularly outstanding when one realizes that, to 
date, there has been no reported incidence of either of these complications in 
patients treated with Orinase. 

I find no statement in the August 15 memo that jaundice and the 
other side effects are particularly outstanding. 

Dr. Rees. But these cases are reported as jaundice and as der- 
matitis. They are reported in the August 15 memo and also to 
the FDA. 

Senator Kurauver. But he didn’t give any summary about these 
side effects being outstanding. 

Dr. Rees. Again, Mr. Senator . 

Dr. Warner. What do you mean by “outstanding” ? 

Senator Kerauver. I wonder, in view of what Dr. Iezzoni says in 
the July 8 memo about fewer side effects with Orinase—Mr. McKeen 
brought up the matter of Orinase first—how it is that you can put 
in your advertisment that Diabinese is bound to be the drug of choice. 
I understand that means that it is preferable to others. 

How do you justify that kind of advertisement when your own 
medical director says the opposite, Dr. Rees? 

Dr. Rees. I am sorry, I was thinking about this other. Would you 
repeat that? 

Senator Kerauver. I say, when your own medical director says just 
the opposite, how do you justify your advertisement saying in gen- 
eral terms that Diabinese is the drug of choice? That means that 
it is preferable over another drug. 

Dr. Rees. We are talking, Mr. Kefauver, in terms of the doses ordi- 
narily recommended for these patients, and I think if zou will recall 
in our summary, this included patients who were deliberately given 
high doses to see what effect this might have. 

And the analysis of statistics coming from such examination should 
not be included. 

May I refer you to Dr. Hamwi’s statement that his incidence of side 
effects now is about 3 percent, and I think that, as I recall, the Upjohn 
Co. is now talking about 2.9 or 2.8 percent of side effects with tolbut- 
amide. I certainly think that this is within the same range. 

We also have figures and quotations to offer you which show that 
Diabinese is effective in many cases where tolbutamide is not effective. 

So, to me, this would indicate that we are perfectly safe and logical 
in saying that we have a drug of choice. If the incidence of side 
effects is in the same range and it works where the other one doesn’t, 
I don’t see anything wrong with that statement. 

Senator Krrauver. On the amount of dosage Dr. Iezzoni says in 
the July 8 memo: 

The side effects * * * although less frequent at the lower dosage levels of 


0.25 milligram to 5 milligrams a day, are still more frequent than generally 
noted with Orinase— 
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even on small doses. 

So how do you advertise this as being the oral antidiabetic drug 
of choice? 

Dr. Warner. Side effects are not the only aspect that has to be 
considered in deciding the drug of choice. Certainly, the effective- 
ness of the drug has to be kept in mind as well, and I think it is 
quite obvious from what Dr. Rees said and also from what many 
previous witnesses have said, plus what appears in the literature, in- 
cluding a paper from this month’s Annals of Internal Medicine, that 
chlorpropamide is of greater overall effectiveness. That is, it can 
control more diabetics than can tolbutamide. 

I think this is certainly—it has some bearing on the matter, as well. 

Senator Kerauver. Very well, Mr. Dixon, let’s go ahead. 

Mr. Dixon. Mr. Chairman, before we leave that point, I may not 
have included in this material that we were talking about another 
exhibit. It is dated July 11, 1958, a memo from Dr. Iezzoni to the 
files, “Subject : Chlorpropamide—Jaundice.” It should be made 373. 

Senator Krerauver. Let it be made exhibit 373. 

(Exhibit No. 373, also referred to as exhibit No. 367, may be found 
on p. 11400.) 

Mr. Dixon. This also was not sent to the Food and Drug Adminis- 
tration. 

Dr. Rees. That information was sent to them, Mr. Dixon. 

Mr. Dixon. Sir? 

Dr. Rees. That information was sent to them. This refers to two 
patients and I can refer you to the case number in the new drug 
application. 

‘Senator Keravuver. This memorandum, that is what we are talking 
about. 

Dr. Regs. I am talking about the information contained therein. 

Mr. Drxon. Yes, but I will read you the last paragraph of this 
memorandum. Dr. Iezzoni says in the first paragraph: 


I visited the New England Deaconess Hospital to see a patient of Dr. Alex- 
ander Marble— 


who testified here— 


who had developed jaundice while taking chlorpropamide medication for his 
symptoms of diabetes mellitus. 


Now, the last paragraph: 


The patient was doing well and was to be discharged shortly from the hospital. 
My impression and the impression of Dr. Alexander Marble was that this patient 
developed jaundice from chlorpropamide. 


It may true that somewhere in your material to FDA is this clinical 
report. 

Dr. Rees. Yes, sir; Case No. 121-12, which is a letter from Dr. 
Marble. 

Mr. Drxon. But here is an open discussion with complete informa- 
tion about this case which is not in that clinical report from Dr. 
Tezzoni. 

Dr. Rees. The information is in that report, Mr. Dixon. It is con- 
tained in a letter from Dr. Marble. 

Mr. Dixon. Not hisevaluation. The raw data is there. 

Dr. Rees. It is right here. 
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Dr. Warner. Here is a letter. 

Mr. Drxon. Is the letter in that report? 

Dr. Rees. This letter is in the new drug application. 

Dr. Warner. This is part of the NDA submission. 

Dr. Rees. It is dated July 24, 1958. 

Mr. Drxon. I may be incorrect. 

Dr. Rees. To Dr. Iezzoni. 

Mr. Dixon. We asked the Food and Drug Administration if this: 
was in with the other material. Their reply says: “The memorandum 
dated July 11, 1958, from Domenick G. Teanont, to the file referring 
to a case of Dr. Marble has not been submitted to the Food and Drug 
Administration.” That came to us in—— 

Dr. Rrrs. May I read the report as it is in the new drug applica- 
tion, omitting names? 

Mr. Dixon. No. 

Senator Kerauver. You can make it an exhibit. 

Dr. Rees. It has already been submitted as an exhibit. 

Senator Keravuver. All right. Then this refers to a memorandum. 

Mr. Dixon. That is right. ¢ 

Senator Kreravuver. That is the only point. 

Dr. Rees. I think this letter from Dr. Marble probably contains 
more pertinent information than the memo from Dr. Iezzoni. 

Senator Keravuver. I don’t mind your reading it. I am trying to 
hurry along to get through. 

Dr. Rees. I understand, but I certainly don’t want to leave the im- 

ression with anyone in this room that we have withheld any clinical 
information from the Food and Drug Administration, and I think 
that this has been inferred several times, and if you wish, I would like 
to go back to 366, and we will take up each case mentioned in there, 
and I will give you the case numbers contained in the new drug appli- 
cation. 

Senator Keravuver. All right. ? 

(Discussion off the record.) 

Dr. Rees. I would just like to put it in the record if you would like: 
to dispute the information that is not there, then I will be glad to 
read it. As long as it is in the record that we submitted all of this. 
information, this is perfectly clear. 

Senator Keravuver. Can you put it in as exhibit 374? 

Dr. Rees. May we copy it and submit it later as an exhibit? 

Mr. Drxon. That will be exhibit 374. 

(Exhibit No. 374 may be found on p. 11424.) 

Dr. Rees. That will be exhibit 374? 

Mr. Dixon. That is right, sir. 

Mr. Chairman, we have enough time left to put in the record two 
charts that we have prepared. Dr. Blair will present an explanation 
of these charts. 

Senator Keravver. Is this with reference to the matter we have been 
discussing ? 

Mr. Dixon. No, sir. 

Senator Kreravver. All right. 

Mr. Drxon. Go ahead. 

Dr. Buarr. Mr. Chairman, this chart—— 

Senator Kreravuver. This will be exhibit 375. 

(Exhibit 375 follows :) 
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CHAS. PFIZER & CO., INC. 
PROFITS AND TAXES, 1954-1959 


45 


(MILLIONS OF DOLLARS) 


__ Profits Before Toxes 


Net Profits After Toxes 
0 


FEDERAL AND FOREIGN CORPORATE INCOME TAXES 
silt PERCENT OF PRE-TAX PROFITS 


FLAT 52% RATE 
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SOURCES: Pfizer: Annual Report for 1959 


T Drug Cos.- Compiled by LRS, L.C. from Moody's ; includes Abbott, Lilly, 
Merck, Porke, Dovis, Schering, Smith Kline & French, Upjohn 
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Cuas. Prizer & Co., INC. 
Profits and taxes 


Seven drug 
companies 


Taxes as Taxes as 
Net profit | percent of | percent of 
after taxes | profits be- | profits be- 

fore taxes | fore taxes 


2 ee 
BSESESS 
PONNNH 


Norte.—F lat rate, 52 percent, Internal Revenue Code of 1954, as amended. 
Source: Pfizer, Annual Report for 1959; seven drug companies compiled by Legislative Reference Service, 


Library of Congress, from Moody’s Industrial Manual for: Abbott, Lilly, Merck, Parke, Davis, Schering, 
Smith, Kline & French, Upjohn, 


Dr. Brarr (continuing). Was drawn up after we learned from 
Pfizer’s public statements that it was paying a tax rate substantiall 
below the 52 percent tax rate applicable to corporations in general. 
The chart is divided into two grids. The upper part is in terms of 
actual dollars and shows for the period 1954 through 1959 the trend 
of profits before taxes. 

The line just below it shows the curve of net profits after taxes. 

The lower grid is in terms of percentage rather than dollars. 

The dashed line flat across reflects the level of the 52 percent tax 
rate. The next line shows the taxes paid by seven leading drug 
manufacturing companies as percent of their pretax income for the 
same period, 

It will be noted that this solid line*for the aggregate of seven drug 
manufacturing corporations follows fairly closely the flat 52 percent 
tax rate, and in 1959 is approximately 49 percent as compared to the 
52 percent tax rate, 

n contrast it will be noted that whereas Pfizer paid a tax rate of 
approximately 46 percent in 1957, this had fallen in 1958 to 35 per- 
cent, and in 1959 it registered a further decline to 29 percent. 

This decline in the effective tax rate for Pfizer explains what would 
otherwise be an anomaly presented in the upper part the grid. 
It will be noted that since 1957, Pfizer’s profits before taxes have 
shown a substantial decrease from approximately 42 million down to 
36 million, whereas during that same interval its net profit after taxes 
has increased each year. In fact during all of the period shown on 
this chart, Pfizer, regardless of the level of the profits before taxes, 
has shown a steadily increasing level of net profits after taxes. 

Mr. Chairman, I want to say that we are not springing this on 
Pfizer as ‘a surprise. We made it clear in our letter of invitation to 
Pfizer that this was a matter which might well be brought up during 
the course of the hearings. 

We have sought to ascertain an explanation from the appropriate 
authorities. The tax experts connected with the House Ways and 
Means Committee and the Joint Committee on Internal Revenue 
Taxation state that it is necessary for them to have access to the actual 
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tax returns, in order to provide an analysis that would be helpful 
to an understanding of this decline in Pizer’s tax rate. They said 
they did not have access to the tax return for the year 1958, in which 
the decline from 46 to 35 percent took place, at the time they last 
communicated with us. 

We hope to hear their explanation concerning the reasons for this 
decline, and I respectfully suggest that when, as, and if that com- 
munication is received from Chairman Mills of the Ways and Means 
Committee, it be made a part of the record at this point. 

Senator Kerauver. Very well. The importance of this, I take it, is 
that this means extra money for the Pfizer Co. Of course the same 
would apply if there were some other company paying a lower rate 
in competition with the companies above who are paying more taxes. 
What is the explanation of that, Mr. McKeen ? 

Mr. McKeen. Let there be no doubt we have paid every single cent 
of tax we have owed to anybody. 

Senator Kerauver. We are not accusing you of evading any taxes. 
We just want to know how it is that you can get down to a little 
less than 30 percent whereas the others seem to be 49 percent. 

Mr. McKeen. This is another indication of the competitive nature 
of this industry, Senator. 

We went out 10 years ago and undertook to develop operations 
around the world. I myself did, I visited many countries through- 
out Central and South America, through Europe and Asia, and we 
established selling organizations, we established branches, and we 
established plants. 

Asa aut of this competitive urge, we built up the largest interna- 
tional business in our field. Our business last year was $115 million, 
and I believe that is considerably more than any of the other com- 
panies making up that chart. 

Now along with that is the basic fundamental fact that foreign sub- 
sidiaries, that is U.S. income taxes on the earnings of U.S. owned 
foreign subsidiaries are deferred by law until dividends are paid. 
Thus we were able to build up this large organization abroad. 

Senator Kerauver. The other companies 

Mr. McKeen. We own aseries of foreign companies, Senator. 

Senator Kerauver. Let me get it straight now. Some of these 
other companies, like Merck, Abbott, and others here, have foreign 
subsidiaries. I know that Merck has one in England which they testi- 
fied about, and also other places. Eli Lilly does; Parke, Davis does; 
Schering, I believe, does; so do Smith Kline & French, and Upjohn. 
They are all above 49, on an average from 54 to 59. But you were 
explaining about how you handled it differently. 

Mr. McKeen. Yes. As I again indicated, Senator, I think our 
volume of sales is considerably larger than any of these companies, 
sales abroad in the international operations, toes was $115 million 
last year. I think it may be somewhat near twice, but I am not 
certain. 

I think Merck is around $62 million, so ours wouldn’t quite be twice. 
In other words, we have a far greater business abroad than what 
they have. 

Then this upper line here where it shows seven drug manufacturing 
corporations, you would have to read their statements at the end of the 
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year that they publish, Senator, to find out whether they are accruing 
income taxes on profits earned abroad. 

Mr. Dixon. The point you are making is as to whether those profits 
are left abroad or brought back to the United States, is that it? 

Mr. McKeen. No, no. They may leave their profits abroad, but 
still accrue. 

Mr. Drxon. You mean you are not paying tax on what is accruing 
over there until you bring it back and pay it in the form of dividends? 


Mr. MoKren. I am suggesting a hypothetical case that may exist. 
I don’t know whether it does or not. 


Mr. Dixon. Let’s talk about your case. 

Mr. McKeen. In our case, no, we do not. So long as the money is 
left abroad, so build plants, we use this money we earn abroad in for- 
eign corporations that by law is not taxable under U.S. income tax be- 
cause it is not earned here, it is earned by foreign companies. 

Mr. Dixon. I see. In other words, it is not until you bring funds 
back here that it is taxed. 

Mr. McKeen. In the form of dividends. 

Mr. Drxon. In the form of dividends ?* 

Mr. McKuen. Yes, and we are doing that this year. We think, 
Mr. Dixon, we have reached a point in the growth of our international 
operations over these 10 years where that this a we are going to 
start paying dividends out of this money that has been invested abroad, 


and we are now beginning to accrue income taxes. So that line in 
our case should rise. 


Mr. Drxon. I asked you a question on that point. 


Mr. McKeen. Yes, sir. 

Mr. Drxon. I am not a tax expert. I am just seeking information. 
If, for instance, you reorganize abroad to form another corporation 
and sell or transfer profits so as to liquidate that corporation, could 
you call that profit a capital gain? , 

Mr. McKeegn. That is a big iffy question. I don’t know the answer 
to that. 

Mr. Drxon. If you could, you would pay less tax than 52 percent, 
couldn’t you? 

Mr. McKeen. In 52? 

Mr. Dixon. Than 52 percent. If you could turn it into a capital 
gain, you would pay 25 percent. If you bring it back as dividends, 
you would pay 52 percent. 

Mr. McKren. But we own these companies abroad. 

Mr. Drxon. I know. 

Mr. McKeen. We have no intentions of selling them. We are just 
building a big plant in the Argentine, another big plant in Rio, at 
least in Sao Paulo. We have just embarked on one in India. We 
have a big operation we are building in India. 

Our intention is to operate these for profits, and as we generate 
profits we have reached a point where we no longer need this large 
amount of money to build up capital reserves, working capital, pay- 
rolls, or for building plants. 

We are starting to pay dividends, and the Government is going to 
get, its full tax on these dividends as they are declared. 

Mr. Dixon. But this whole picture bears upon the competitive im- 
pact on your domestic competitors when they get abroad. 
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In other words, you are using this money to build up adequate for- 
eign interests to merchandise your products in foreign countries. 
Do you sell the products from your domestic operations to your for- 
eign operations ? 

r. McKeen. Yes, sir. 

Mr. Drxon. Do you sell them at cost or at a profit ? 

Mr. McKeen. At a profit. 

Mr. Drxon. In other words, your profit would show up in your 
domestic operation ? 

Mr. McKeen. That is right, sir. 

Mr. Dixon. How about Diabinese? Do you manufacture the bulk 
product here in the United States and ship it abroad? 

Mr. McKgen. I think we do both. I think we do send some abroad 
for some markets and we also produce it here and ship it into some 
markets. 

Mr. Dixon. Where abroad, just for our information, do you manu- 
facture ? 

Mr. McKeen. Sir? I am not certain of this, but I believe it is 
England that we produce it. Whether we are still continuing that, 
Mr. Dixon, I am not sure. 

Dr. Buarr. Mr. McKeen, may I just ask one question to see whether 
I understand the purport of your answer ? 

What you are in effect saying is that money which would otherwise 
be taxed at a rate of 52 percent is not being taxed at that rate because 
it is being employed to build up business in foreign countries; and 
that of course you pay the applicable tax rate abroad, where it is 
often much lower than it is in the United States; and that the profits 
of those earnings are not subject to the 52-percent tax rate until 
they are brought back into the United States. Is that a fair sum- 
marization of your answer? 

Mr. McKeen. I think, Dr. Blair, you neglected to submit the per- 
tinent point, and that is that these corporations are foreign corpora- 
tions earning money abroad, not in the United States. 

Dr. Buatr. I wasn’t intending to create the impression that I was 
omitting that. 

Mr. McKeern. No, sir. 

Dr. Buatr. I understood these are foreign corporations wholly 
owned by Charles Pfizer, but they are operating as foreign corpora- 
tions. 

Mr. McKeen. That is right, sir. 

Dr. Buiatr. Isn’t it the effect of this operation that, insofar as the 
money that would otherwise be paid to the U.S. Government in the 
form of taxes is concerned, you are receiving from the taxpayer an 
interest-free loan for expansion of your business abroad? 

If you brought that money back and paid 52 percent in taxes and 
then had to go to the commercial banks to obtain the money that you 
are now using to build up this business abroad, you would have to pay 
interest for it, and the difference between not tvled to borrow that 
money and having to borrow it is, in effect, the interest that you 
would pay on those funds? 

So by following this course of action, what you are doing is get- 
ting from the taxpayer an interest-free loan; isn’t that correct ? 

Mr. McKeen. No, it is not correct. 
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Dr. Buatr. Why not? 

Mr. McKezgn. This money is being put to use, to build these plants 
around the world, and it is creating income from which this Govern- 
ment is going to get a tax. 

Dr. Buatr. If you brought that money back and paid the 52 percent 
tax and then went to banks and borrowed the money necessary to build 
up this foreign business, you would have to pay interest? 

Mr. McKeen. If we did that, Mr, Blair, we wouldn’t have the for- 
eign business today. We didn’t have the capital to develop an or- 
ganization around the world, the biggest there is in this field, compet- 
ing with every company around the world in the pharmaceutical field, 
we didn’t have the money to do this kind of thing unless we handled it 
the way we did, which is perfectly legitimate and legal. 

Dr. Buatr. I think that you would in effect have 

Mr. McKeen. And this country is gaining by it, Dr. Blair. 

Dr. Buatr. I am not questioning whether or not this country or 
foreign countries are gaining by it, Mr. McKeen. I was just trying 
to get the economic significance of this type of operation. 

I think you have agreed with me by saying that if you had not been 
able to do this, if you had had to pay interest on the money to build up 
your foreign operations, you would not have been able to build 
them up. 

So what you have received from the U.S. taxpayer is an interest-free 
loan for the building up of your foreign business. 

Mr. McKeen. No. 

Senator Kerauver. Let’s let Mr. McKeen answer. Go ahead, 
Mr. McKeen. 

Mr. McKeen. My answer is no, sir. 

Mr. Cuumpris. Mr. McKeen, as a matter of fact, when Congress 
passed the income tax laws, it had in mind such a thing as you are 
doing, didn’t you say ? 

Mr. McKeen. I would presume so. I haven't read the record, but 
I would presume so. As a matter of fact, I think with Western 
Hemisphere trading corporations, they have a special tax provision. 

Senator Kerauver. Mr. McKeen, then as I gather, you have sepa- 
rate corporations abroad, and the money that is made by those sepa- 
rate corporations is being kept abroad ? 

Mr. McKeen. Until this year, sir. 

Senator Krravuver. For development, and _on the money that you 
make abroad and keep abroad, you pay no U.S. corporation tax, is 
that correct ? 

Mr. McKeen. Until this year, Senator; yes. 

Senator Keravver. You mean you are going to bring some money 
back this year? 

Mr. McKeen. Yes, sir. 

Senator Keravver. I think we might make as exhibit 376, from 
your statement of consolidated earnings for 1958 and 1959, page 31 of 
your annual report. It includes your 1959 net sales, $253 million in 
round figures. 
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Exhibit No. 376 may be found on p. 11426.) 
enator Krrauver. You said your net sales abroad in the same 
year were $115 million ? 

Mr. McKeen. Approximately, Senator. 

Senator Keravuver. So apparently you are selling, in rough figures, 
$140 million here and $115 million abroad. 

Mr. McKren. About 45 percent of our business last year was in 
international markets. 

Senator Keravuver. Yes, that is right. 

I notice that for Federal taxes on income, you pay $4,425,000 in 
the United States apparently; your foreign taxes on income are 
$5,925,000. 

You mean that on less sales, you are paying more taxes abroad 
than you do in the United States at a lower rate? 

Mr. McKeen. Yes, sir. We made more profits abroad. 

Senator Keravver. But the tax rate is much lower abroad, is it 
not ¢ 

Mr. McKeen. In many countries it is, sir. 

Senator Kerauver. Any tax paid abroad then goes as a credit 
when you bring it back? 

Mr. McKeen. Yes, sir. 

Senator Krrauver. How can you make more money abroad on less 
sales than you can in the United States? 

Mr. McKeen. Senator, with your permission I would like to keep 
that as a trade secret. 

Mr. Krrrrie. But apparently this proves that it is much more diffi- 
cult to make dollars in the United States than abroad. 

Mr. McKeen. That is right, sir. 

Senator Kerauver. Would your sales of your products here in the 
United States to your foreign subsidiaries at a low production cost 
have anything to do with that? 

Mr. McKeen. No, it is not sold at production cost, Senator. 

Mr. Drxon. Do you sell it at wholesale? 

Mr. McKeen. No. 

Senator Kerauver. What is your markup at which you sell to 
your foreign subsidiaries? You can fix it arbitrarily any way you 
want to, but what is your general percentage of profit at which you 
sell to your foreign subsidiaries? 

Mr. McKeen. I don’t know whether I can give you a positive an- 
swer on that. It differs on different products, but this is a complex 
calculation, Senator, and there are various products. 

Senator Keravuver. Will you get that information and supply it 
to the committee, sir, on your main products? That is, when you 
manufacture here and send abroad, what is your markup and what 
is your profit ? 

Mr. McKeen. We will see if we can get that for you, Senator. 

Mr. Dixon. Mr. Chairman, I have one short table that I would 
like to have marked at 377, and I will ask Dr. Blair to explain it. 
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(Exhibit No. 377 follows:) 


Chlorpropamide 
(250-milligram tablets, 60’s] 


Country Trade name Manufacturer| Price to 
druggist 


OME <tc tcancsosutenwnssceareatece Diabinese. ee 


Pfize' 
Rome, Italy ! Ipoglicone (500-milligram) Farmitalia_ 
Brussels, Belgium iabinese 
Toronto, Canada 
Rio de Janeiro, Brazil 
Tehran, [ran 
Colon, Panama 
Mexico City, Mexico 
London, England 
Amsterdam, Holland 


1 Several sellers in Italy. 
2 Converted from 20’s. 

3 Converted from 100’s, 
4 Converted from 30’s. 


Dr. Buarr. Mr. Chairman, this is another table based upon data 
on prices to druggists obtained by the embassies of the State Depart- 
ment. 

This particular table refers to the drug chlorpropamide which is 
sold under the trade name Diabinese in all of the countries shown, 
with one exception. The exception is in Rome, Italy, where it is 
sold as Ipoglicone, manufactured by Farmitalia, a prominent Italian 
drug company. ; 

It will be noted that the lowest price of any reported by the State 
Department is $1.41 in Rome, an I might point out that is for a 
tablet of 500 milligrams as contrasted to 250 milligram tablets for 
all other countries. 

If one looks at the bottom of the table, one will find that the next 
lowest price is to be found in London, $3.32. In Holland it is $3.77, 
and then in Tehran, the price is $4.18. Then in Brussels it is $4.45. 
In Rio de Janeiro, $4.59, and in the United States it is $5.40. 

The price in the United States is exceeded only by the prices in 
Panama and in Mexico City among the countries for which informa- 
tion was obtained by the State Department. The range in price for 
the drugs sold under the trade name Diabinese by Pfizer is from 
a low of $3.32 in England and $3.77 in Holland through $5.40 in the 
United States, to $6.40 in Panama and $6.72 in Mexico City. 

The extremes of the range are from $3.32 to $6.72 as sold by Pfizer. 

Senator Kerauver. How do you explain these ranges in prices, 
Mr. McKeen. 

Mr. McKeen. They are partially based, Senator, as you know— 
should I proceed, Senator? 

Senator Kuravver. Yes, sir; go ahead. 

Mr. McKzen. It shouldn’t be surprising that the price of Diabinese 
in most foreign countries, if converted back into the U.S. currency, 
is lower than the price in this country. 

Any U.S. manufacturer who sells drugs or other products abroad 
will tell you that the lower wage rates in foreign countries result in 
much lower costs in every phase of business operation, in production, 
in selling, distribution, administration, and so forth, 
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Most Diabinese sold abroad is processed and packaged, and some 
is manufactured in our foreign plants. Even when we sell Diabinese 
which has been manufactured and packaged in the United States, 
the use of foreign distribution and sales organizations often permits 
significant savings. 

In calling attention to the fact that Diabinese prices are lower 
abroad, as you have here, you are apparently converting our foreign 
prices into U.S. currency by using some recognized rate of exchange. 

Of course you understand that we sell abroad for pesos, cruzeiros, 
lire, pounds, and krone, and other foreign currencies, and our experi- 
ence has shown that published foreign exchange rates seldom reflect 
true convertibilities of currencies, since they are often paid by foreign 
government decree or action. 

A more accurate basis for determining the comparability of prices 
among countries I submit is a comparison of purchasing power. 

Purchasing power is a direct reflection of wage rates which con- 
versely are also the determining factor in costs, costs of packaging, 
costs of distribution, costs of selling, and the like. Thus wage rates, 
not currency exchange rates, are the real common denominator or for 
any meaningful comparison of prices. 

And I would like to introduce a chart at this time which sets forth 
the number of hours worked, required by a month’s supply of Dia- 
binese at a normal dosage level. You can see that the price of Dia- 
binese in the United States is much lower in hours of work, and is 
therefore in an essential sense somewhat cheaper. 

Senator Kerauver. Let the chart be 378. 
(Exhibit No. 378 follows :) 


HOURS OF WORK REQUIRED TO BUY 
THIRTY 250 MG.TABLETS OF DIABINESE 
IN THE UNITED STATES AND ABROAD 


COUNTRY HOURS OF WORK REQUIRED 
UNITED STATES MEM 2 hrs. 9 min. 
CANADA ME 2 hrs. 24min. 




















UNITED KINGDOM Si 4, hrs. 
, BRAZIL 4 hrs. 27 min. 
BELGIUM MN 4 hrs. 39 min, 





NETHERLANDS [iE S hrs. 48 min. 

ITALY 6 is. 24 min. 

JAPAN 7 ee 
MEXICO a 


SOURCES: PRICES OF DIABINESE FROM CHAS. PFIZER @ CO.,INC. 
WAGE RATES FROM U.N. STATISTICAL YEARBOOK (1958) 
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Senator Keravuver. Mr. McKeen, do you have a plant in Panama? 

Mr. McKeen. Yes, sir, we do. 

Senator Kerauver. Does your Panama plant make Diabinese? 

Mr. McKren. We package it there, sir. 

Senator Kerauver. And then test it, bottle it, and sell it? 

Mr. McKeen. Yes, sir. 

Senator Keravver. And do you have a plant in Mexico City ? 

Mr. McKeen. Insofar as Panama is concerned, I don’t recall 
whether we ship in the finished tablets, all that may be required is 
to package it. I would have to look at that. I think that may be 
the case. 

Senator Keravuver. How about Mexico City ? 

Mr. McKeen. The same answer may pertain to Mexico City. We 
do have a plant that can ship bulk or finished tablets. I don’t recall 
which. 

Senator Krravver. Do you havea plant in Brussels, Belgium ? 

Mr. McKeen. Yes, sir. 

Senator Keravver. Anda plant in Rio de Janeiro? 

Mr. McKeen. In Brazil, yes, sir. , 

Senator Keravuver. We have been told here in cases of foreign prices 
at a third or a fourth of their domestic price, where there is a great dis- 

arity between American prices and prices abroad, that the reason 
ies in lower manufacturing labor, distribution, and operating costs, 
particularly lower wage costs. 

In two cases where you have plants abroad and prices are higher, 
in Belgium and Brazil, there is not a great deal of difference. 

The range here in your case is certainly not anything like it is in 
most of the others we have had here where they are based particularly 
on the difference in wage rates. You are paying a whole lot lower 

wage rate in these countries. How can you sell at these higher prices ? 

Mr. McKeen. How can we sell at the higher prices, sir ? 

Senator Krravuver. Yes, your prices in Panama, Mexico City, even 
Belgium and Brazil, are not too much under domestic prices. 

Mr. McKeen. I would have to relate that in each country to the 
exact production and packaging situation, which I don’t recall, Sena- 
tor. Then in addition to that there are competitive conditions exist- 
ing as there are here. 

Senator Kerauver. You don’t have competition in these countries 
on chlorpropamide, except in Italy where you don’t seem to sell; or 
do you sell in Italy ? 

Mr. McKeen. I think we tried to, sir. I would have to check that 
exactly, but I think so. 

Senator Keravuver, Ask one of your men behind you. Do you sell 
it in Italy ? 

Mr. McKeen. Yes, we do, sir. 

Senator Kreravuver. What price do you sell in Italy ? 

Mr. McKeen. I don’t recall. 

Senator Keravuver. Do you meet Farmitalia’s price in Italy ? 

Mr. McKeen. I don’t know that exactly, but I would presume in 
order to get any business, we would have to, but I don’t know that 
exactly. 
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Senator Kreravuver. You wouldn’t sell this unless you could make 
some profit, even though meager, would you ? 

Mr. McKeen. I don’t know how much we are selling, Senator. 

Senator Krravuver. So actually you have no competition in prices 
in these other countries. Is that the answer? 

Mr. McKeen. No, I think there is plenty of competition in the oral 
antidiabetic field. There are other products as well. In addition to 
Orinase, there is also carbutamide being sold abroad in some coun- 
tries. 

Senator Kerauver. Which is not sold here ? 

Mr. McKeen. That is right, sir. 

Senator Kerauver. But anyway, so far as chlorpropamide is con- 
cerned, you have no competition in these countries. Actually, Mr. 
McKeen, the bottling and the manufacturing of the drug is done with 
modern high-speed machinery, where a great deal of labor is not re- 
quired, isn’t that true? 

Mr. McKeen. I wouldn’t apply that to every country abroad, Sen- 
ator. It varies considerably, depending upon the equipment you have, 
what you have to pay for it, what the wage rates are. 

Senator Keravuver. I am talking about when you have good equip- 
ment, as most big companies do. The actual wage cost of manufactur- 
ing is not very great. 

Mr. McKeen. It is in the number of our plants. 

Senator Keravver. It is or it isn’t ? 

Mr. McKeen. The number of people we have is extensive in many 
of our plants abroad. 

Senator Kerauver. Production people ? 

Mr. McKeen. Yes, sir. We have 9,000 people outside of the United 
States working in our operations, approximately 9,000. 

Senator Keravuver. On an average, what percent of your sale price 
is your production cost ? 

The other day, in exhibit 341, you carried Pfizer’s cost and expense 
at 6.8 cents. Then you had the cost of distribution and dispensing at 
7.7 cents. We asked you to break out your production cost. Have you 
done so ? 

(Exhibit No. 341 may be found on p. 11122.) 

Mr. McKzen. We have not, Senator. We respectfully request that 
you consider this as well in the category that we placed it. That 
would be in the trade secret. 

Senator Kerauver. In some cases where a company sells a fin- 
ished material to another company in bulk form, we can approximate 
the production cost, and we have done so. Other companies, like 
Carter, have given us a production cost. 

You don’t want to give us your production cost ? 

Mr. McKeen. We would prefer not to, Senator. 

Senator Keravver. Exhibit 341 doesn’t really tell us very much on 


your production cost. Can you give us any percentage or any idea of 
your production cost ? 

Mr. McKeen. In the case of the other company you mentioned, they 
buy in bulk, so their problem is a little different than ours. We pro- 
duce our own bulk material. But we would again respectfully request, 
Senator, that this be in the area of a trade secret. 
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Senator Kerauver. We usually respect trade secrets, although I 
want to make it clear for the record that I think we have the right to 
get production costs if we press the point, but I will not do so. 

Anything else, Mr. Dixon? 4 

Mr. Dixon. Nothing else, Mr. Chairman, 

Senator Kerauver. Mr, Chumbris? 

Mr. Cuumeris. I have no questions. 

Senator Keravver. Mr. Kittrie? 

Mr. Krrrriz. No questions, Mr. Chairman. : 

Senator Kerauver. Will you send us your stock option plan which 
is referred to in your report, including the number of people who 
have stock options and how many shares they have? 

Mr. McKzen. Would you like us to send that to you, Senator? 

Senator Keravuver. Yes. 

Mr. McKeen. Yes, we will. 

Senator Kerauver. That will be marked “Exhibit 379.” 

(Exhibit No. 379 may be found on p. 11473.) 

Senator Kerauver. What is your salary, Mr. McKeen ? iy 

Mr. McKeen. My salary, Senator, is $50,000 a year. In addition 
to that I receive a bonus that amounts to $150,000 a year, and with 
fees I receive approximately $201,000 a year. 

I started with the company 34 years ago at $25 a week. If I had 
chosen to work in the electricians’ group, and I could have, I could 
have started at $66 a week elsewhere, but I chose to start at Pfizer at 
$25. Sol find myself today at this point. 

Senator Krrauver. We find here that shares under option in 1958 
totaled 777,000 shares. 

Have you optioned them or do you have an option right on a large 
number of shares ? 

Mr. McKeen. I will tell you how many it is, Senator. 

Senator Kerauver. You have a sheet here that apparently gives 
considerable information. Let’s make that exhibit 380. 

(Exhibit No. 380 may be found on p. 11427.) 

Senator Kuravuver. Seen many shares do you have under option ? 

Mr. McKeen. At this time I am entitled to purchase an additional 
7,002 shares. 

Senator Kerauver. How many have you already obtained ? 

Mr. McKzen. I have previously obtained—we have had this for 
two 5-year periods. This goes back a good many years. I had pre- 
viously obtained 13,500 shares. 

Senator Keravver. At what price? 

Mr. McKeen. This last price, the 7,000 is at $20.59. That was at 
95 percent of the market price at that date, and I don’t have here the 
one for the 13,500, but I can get that for you, Senator. 

Senator Keravver. Will you supply that for us? 

Mr. McKeen. Yes. 

Senator Keravver. Is it much less than $20 a share? 

Mr. McKeen. $20.59. 

Senator Kerauver. Then the stock has been split, too, hasn’t it ? 


Mr. McKeen. This is after the split, Senator. This is in terms of 
the split shares. 


er 


eg TT TT 
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Senator Keravuver. All right, sir. You will give us complete in- 
formation about it and send us a copy of your stockownership plan. 

Is there anything else you gentlemen wish to ask for the record, 
or add for the record ? 

Mr. McKeen. No, sir. 

Senator Keravver. All right. 

Thank you very much, Mr. McKeen. Give Dr. Iezzoni our best 
wishes. 

Mr. McKeen. I will do that, Senator, and I appreciate the oppor- 
tunity of having placed our case fully before you. 

Senator Keravuver. We will stand in recess, subject to the call of 
the Chair. 

(Whereupon, at 12:35 p.m., the hearing adjourned, to reconvene 
subject to the call of the Chair.) 


35621 O—60—pt. 20-17 
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ExHIBIT 306 


@ 


FARBWERKE HOECHST AG.:' 
wormed Oaivts Lacins + Bhaning 


May 29, 1958 


The Upjohn Company 
Kalamazoo, 
Michigan 

U.B.A. 


Gentlemen: 


Enclosed please find two copies of a proposed renewal and 
amendment of Agreement of August 30, 1949 with the terms 
as discussed in Kalamazoo, May 28, 1958. 


We have signed this renewal and amendment to the Agreement 
of August 30, 199 subject to approval by the Hoechst Board. 


If you agree with this cenewal and amendment of the Agree~- 
ment of August 30, 1949, we would like to have you sign 
and return a copy with the understanding that your accept- 
ance is subject to approval by The Upjohn Company Board. 


It is understood between us that the reservation and excep- 
tion to Hoechst in accordance with Paragraph 1 of the 
attached renewal and amendment of the Agreement shall not 
apply to certain compounds which have been under test for 
some time by Upjohn and on which Upjohn will indicate 
within a reasonable time whether or not Upjohn wants to 
market them. These compounds are the following: 


Polyethylenesulfonic derivatives 
. Hoechst Compounds 


Dithiazines | 

Polypeptides, other than insulin 

Thyronine derivatives and homologs except 
for triiodo thyroacetic acid. 


Very truly yours, 
FARBWERKE HOEGHST AQ 
8 


yg « Btn atm or 1) Ue, Conaee Premier 
ae ain ven Messen (MI, Kente th. 4/00 


‘ ae 
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FARBWERKE HOECHST AG. © 


wowed Otlnists Lasins ¢ Braning 
May 29, 1958 
) 
The Upjohn Company 
Kalamazoo, 
Michigan 
U.B.A. 
Gentlemen: Bubject: Renewal and Amendment of the 


Agreement of August 30, 1949, 
extended by letter from 
Hoechst to Upjohn, dated 
July 27, 1 


We beg to inform you that we are willing to extend the above agree- 
ment for another five years, that is for five (5) years from 
August 30, 1959 with the following amendments and alterations: 


1. Reservations and Exceptions 


Effective as of the 26th of May, 1958, Hoechst expressly reserves to 
iteelf and to its U.S. subsidiaries (that is to any U.S. company in 
which Hoechst controls either legally or beneficially, more than 50 
per cent (50%) of the issued capital stock), the right to practice 
the inventions as defined in Article 1 of the Agreement of August 30, 
1949, throughout the United States of America and its possessions so 
that the exclusive rights provided for in Article 2 of the Agreement 
of August 30, 1949 will not be exclusive as to Hoechst and to ite U.6. 
subsidiaries as above defined. Provided however that this reservation 
and exception to Hoechst shall not apply to inventions in the field 
of so-called blood sugar reducing preparations for oral use. 


a 


The reservation and exception to Hoechst under this agreement will be 
for sale of the respective products under the Hoechst label only in 


finished pharmaceutical form. ~— 
ST cay 


2. Purchase of Material 


Upjohn agrees that when taking out a license or licenses for products 

covered by patent applications or patents under the Agreement, it will 

purchase at least 50 per cent (504) of their required bulk pharmaceu- 

ticals (with the exception of Orinase) from Hoechst or from a company 

appointed by Hoechst at a price determined by a mutually agreed upon 

“cost plus 20%" basis, provided that Hoechst or the company appointed } 
by Hoechst is able or willing to supply any such bulk pharmaceuticals 

to Upjohn at the time Upjohn needs then. 


3. Decision on the Options 


Aecording to Article 3 of the Agreement of August 30, 1949, Upjohn 
agrees to notify Hoechst within a reasonable time after receipt of 
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The Upjohn Company May 29, 1958 


the 2. patent applications whether or not Upjohn will exercise the 
option under the Agreement and open negotiations for a license under 
the applications and patents issuing thereon for the respective 
products. 


Upjohn and Hoechst agree that in each individual case in which Hoechst 
bas disclosed and made available to Upjohn all of Hoechst know-how 
which is necessary to Upjohn to examine the new compounds or processes 
involved and to test pharmacologically and clinically any new com- 
pounds, a reasonable option period will be fixed within which Upjohn 
will notify Hoechst whether or not Upjohn will exercise the option and 
accept a license from Hoechst. 


If Upjohn shows that the option period is not sufficient to explore 
the possibility of marketing the new compound, the parties may then 
agree on a reasonable extension of the option period. 


4, Termination of ement 


? 
The agreement shall extend for five (5) years from August 30, 1959 
and shall be terminable at the end of this five year period by one 
year's previous notice in writing of one party to the other. If not 
so terminated the Agreement shall continue for successive periods of 
two years and shall be terminable at the expiration of any two year 


period by one year's previous notice in writing of one party to the 
other. 





If you are willing to accept this renewal and amendment and altera- 
tion of the Agreement of August 30, 1949 as extended by letter fram 
Hoechst to Upjohn of July 27, 1954, please so indicate by signing and 
dating the extra copy of this letter and returning it to us. 


Yours very truly, 
FARBWERKE HOECHST MM. 


anes We 


Accepted: 
THE UPJOHN COMPANY 
By ‘ 


Date Hug. 2 z, WS Z 
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FARBWERKE HOECHST AG. 
evra Chart Lana & Brining 


ae. ee 
AUG 9- 1954 
dean Keurtn4 


READ 
aus -9 1954 
The Upjohn Company GORDUN W. HUESCHEN 


Kalamazoo, Michigan 


U.B.A. REGISTERED AIR MAIL! 


Unsere Zeldson @ FRANKFURT (Mi-HOECHST 


Patentabt,. 
Dr.E/Schr July 27, 1954 


Gentlemen: 


Subject: Renewal of the Agreement of August 30, 1949 


The agreement of August 30, 1949 was made for five years with 
privilege of renewal by mutual consent of the parties. 


We beg to inform you that we are willing to extend the existing 
agreement for another five years, that is, for five years from 
August 30, 1954. The agreement shall be terminable at the end 
of these five years by orie year's previous notice in writing 

of one party to the other party. If not so terminated, the 
agreement shall continue for successive periods of two years 

and shall be terminable at the expiration of any two-year period 
by one year's previous notice in writing of one party to the 
other party. 


If you are willing to accept this Renewal of the Agreement of 
August 30, 1949, please so indicate by signing and dating 
the extra copy of this letter and returning it to us. 


*Xours very truly, 
FARBWERKE HOECHST AQ. 
vormala/Meister Lucius & Br 


Accepted: 


THE UPJOHN COMPANY 
By. 


RowTen 
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AGRUSUSTT 


att io 
AOREZAIT, made ao of tho .22.- day of Givyids. 1949, 
between FARB.ihks WOLCIST, U.S.Adminintration, frantfurt 
on Main-lljchot, Cormany, horoinnaftor called "HOLCHST", and 
THE UPJCMT COPAY, a corporation of tho State of tiichigan, - 
having a principal place of busineno ot Kalamazoo, Michigan, USA, 
hereinaftor called "UPJOIN", 


WHUERZAS, WONCHS? 49 devirouo of establioning forcign 
contacto to oxploit ite pharnoceutical chemical or pharnoe- 
ceutical product or procosy invontions, and 


WIRRBAS, UPJOIN is dosirous to obtain oxclusivo rizhts 
within the United Statcs of inerica unier certain typos of 
pharmaceutical chomical or phnrnaccuticol product or process 
inventions, horelnafter moro particulnrly dofined and roe 
ferrod to oo "tho oaid inventions", which I0:ClIS? may 
dovolop or acquire, and 


WHERSAS, in view of this common interont, the prrtics 
hereto desire to co-orernte in tue ficld of the onid ine 
ventions within tho United Stateo of Anerica nnd to malo 
their best offorta to oxploit the inventions covered by 
thiu acreemont comrercially, for the purpose of devoloping 
new and effective remedios of high quality for the Amorican 
markot, . 


THUREPORE, 


IN COUuSIDZRATION of tho mutunl promisos horein con=- 
tained, tho parties agree an follows: 


1) Dofinitions. 
Por the purpose of thio acreonont the torn "the. said 
inventions” shall mean any ani o11 invontions relating 
to ' 
(a) substances used in nodicine or pharnacy, ox- 
cluding the so-callod antibiotics, and to the 
processes of making such cubstancos; 








2) 


3) 


4) 
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(bd) chomicale (intormodintes) to he unod in tne 
production of the oubstancos reforrod to subd (a) 
and to the processos of making ouch chamicals. 


If tho substances and chonicals reforred to sub (a) 

and (b) aro or can bo uood for other purposes, such 
substances and chemicals ohall not coase to be pro=- 

ducts of "the said invontiono” but HOCHST may manufacture, 
use, 0011 ond import the same for ouch othor purposod. 


(eo) "Liconse" as herein used shall mean an exclusive 
license oxtending throughout tho Unitod Statos of 
America and ito posucosions. 


In the field of the soid inventions, HOLCIST gives 

and grants to UPJOHN the privilezoe ond option to obtain 
tho exclusive right to manufacture, Ww use and _6ell throush- 
out the United States of Amcrica and ito pocoossions under 
any United States patent application ‘and_Undor AAY United 
-stutes patent which ieoues ‘on oald application, or any 
‘extonsion or ronoval thoroof that MOCIST might secure 
during the life of thio agreement, under the following 
provisions: 


UPJONUN agrees to pay the filing costs of tho Pntcnt Office 
on all patent applications relating to the onid invontiono 
which are filed in the United Statos by JIOLCIIUT. 


HOLCHST agrees to furnish to UPJOITI a copy of each such 
patont application ag coon oo ronsonably powsible after 
‘filing in the United Statco Patont Offica. - 


UPJOHN acrees to notify KROLCHST within a reanonablo tino 
after roceipt of such patent applications, allowins timo 
to examine the onme, and to test tho products or proconses 
involved, whether or not ULJOili] will oxorcise the above 
erantod option and open regotiationo for a license undor 
such applications and patents ivsouin; thereon or tho 
extensions or renowals thoreof. 


‘On all HOECHST patont applications whoro UPJOIN notifies 
HOECHST that it is not interostod in negotiating for a 
license, Hoechst shall be freo to doal ao it soos fit 
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with any other party undor such application or to make 
use of these inventions in any other way. 


) In tho event UPJOHN elects to negotiate for a license 
# but HOECHST and UPJOHN cannot agree on the terms, NOSCHST 
ohall be free to negotiato with any third party on ouch a 
license; provided, however, that UPJOIIN schall have first 
right ond option to a license on the samo torms and con- 
ditions as are acceptable to said third party, provided 


further, that negotiationo with said third party have been: 
bona fide, 


6) In the event a license isouos to UPJOHN undor a HOECHST 
patent application, UPJOIN nzroos to use ito best efforts 
to exploit the invention covcerod by such license contract. 
To this end HOECHST shall disclose to UPJOHN full tochnical 
information concerning tho invention disclosed in said 
patent application and shall acquaint UPJOM with the best 
modes of practice of said invontion knowm to HOLCIST, pro=- 
vided, however, that such disclosure noed not take any 

required form and may be either oral or in writing. 


It is agreed that tho parties collnborate in devolopinz and 
appraising now producto in the ficld of the onid invontiono, 
inoluding any and all pharmacological and biological 
testing and clinical trial and ony other menoures required 

, for issuing o new pharmaceutical product in tho UNITE 
STATES of America under tho regulations of tho Food and \ 
Drug Administration (F.D.A.). It io furthormore agroed that 
the costs of such teoting and trial will be borne by UPJOIIN. 


7) any information, knowledge ond dota disclosed by one party 
to the othor under this contract shall be rogarded ao con- 
fidential and not be communicated to othors without the 
written conoent of the other party nor uood except in 

| connection with the exploitation of the oaid invontions 
in such cases, where liccnoes have been granted in 
accordance with the provisions of this arsroemont. 
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Each party shall havo tho right to call for a representative 
or representatives of the other party and each party at 
euch request shall send a reprosentative or ropresentatives 
to the other party for the purpose of discussing any 
eciontific, technical, commercial or legal question 
relating to the proqucte and processes of the said in- 
ventions. 


The proper and reasonable expenses of such reprosontative 
or representatives to be sent by one party to the other 

shall be reimbursed by the party calling for a represent- 
ative or representatives of the other party. 





In the event of conflicts arising under thio agreonont, 
the parties shall try to sottle those conflicts amicably 
among thomselvea; should thoy fail to acgroe, tho mattor 

in dispute ohall be settled under the Rules of Conciliation 
and Arbitration of the International Chaombor of Commorce 

by one or more arbitrators appointed in accordance with 

the said Rules. . 


This agreement shall extond for five years from the date 
first above written with priviloge of renewal by mutual 
consent of the partics. 




















The expiration of thio a;;reoment shall not in any manner 
operate to terminate the licenses and uoo of information 
therefore acquired by UFJOIN and such licenses sholl 
continue throughout tho full tormo agreed upon in coach 
individual license contraote-ft-ie-asreed,—however,;—that 


This agreement and the licenses which may be grantcd 
hereunder ehall be binding*nnd inuro to the benefit 

of the parties hereto and to tho bonefit of the legal 
successor of UPJOHN and/or to the benefit of ony legal 
successor of that part of the proporty of tho fornor 

I.G. Farbenindustrie Aktiongescllachaft whose buoiness is, 
at the date of this contract, conducted under the name of 
PARBWERKE NOLCHIST by I.G.Farben Control Office (US Elenont) 
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Prankfurt (iiain) in accordanco with tho provisions of 

Law No. 9 of the Allied Control Cowioil, datod 30 Novonbor 
1945, but otherwise the ocgreonont chall not bo asoicnable 
by either party except with tho writton consent of 

the other. ‘ 


IN WITNESS WHEREOF, the partios horoto havo caused this 
documont to be signed in duplicate by thoir roprovontativos, 
duly authorized, and have affixed thoir coals as of the dato 
first above written, f 


PARBWHWRKE HOECHST 
U.S.Administration 


Dr .M.Zrlenbach 
(Trustoe) 


THE UPJOHN COMPANY 


By A. we 


Prosident of Tho! Upjohn Company 
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EXHIBIT 307 


FARBWERKE HOECHST AG. 
wormed Mister Larcins & Buining 


The Upjohn Company 


Air Mail! 
Kalamazoo, Michigan 


U.S.A. 


J 


Unsere Zelchon Nobonstetle® FRANKFURT (M)-HOECHST 
Dr.I/az . April 16, 1958 


sere Gentlemens 


This has reference to the Agreement, made August 6, 1956, 
between THE UPJOHN COMPANY and FARBWERKE HOECHST AG. 
vormals Meister Lucius & Briining covering antidiabetic 
compounds. 


This will confirm that, in response to your request, said 
Agreement is amended as follows: 


Section I - DEFINITIONS is amended to insert in paragraph (2) 
after the line reading 


F 21 860 IVb/12 o. (Fw. 1988) » filed December 6, 1956 
(cf. Amendment of March 17, 1958) 


the following: 

F 20 177 IVb/12 0 (Fw. 1801) filed April 28, 1956 

F 21 563 IVb/12 o (Pw. 1801a) filed November 3, 1956 
F 21 593 IVb/12 o (Fw. 1801b) filed November 7, 1956 
F 21 594 IVb/12 o (Fw. 1801c) filed November 7, 1956 
F 21 565 Ivb/12 p (Fw. 1956) filed November 3, 1956. 


KONTEN 

Dresdner Bank AG. Prenktert (Main). Mr 591809 

Commort. ond Crodit-Hant AG. Frenttert (Main), WY. S7OrE 

Devteche Usek AG. Franktunt (Maia), Nr 77°00 

Londesromtratbank von Hessen, Frsnhturt (Main), Girohonte Mr 4/600 
Heasteche Landesbank - Girecenteate - Frontturt (Moin), Girochente Mr. D6 108 
Postechacthonte Fremktert (Maia), Mr 1412 


“Prat, Dr, Guster Ebvhart, Or. Michest Ertenbeck, Oscar Gerke, Ov, Pau! Helset, Heine Kestmene, Or. ke W. Alessnder Mente, 
. ‘ »1 Ov. Brieh Bower, Kort Lene, Woltgeng Thies. 
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@ 


FARBWERKE HOECHST AG. 
A Checstes Li * Bais * 
The Upjohn Company 7 


— Kalamazoo, Michigan 


U.S.A. Unsere Zeichen . Frantturt (M}-Hoedl 


Petentabtoltung 
Drel/as April 16,58 
Betrett 


If the foregoing is acceptable to you, we shall appreciaté 
your indicating the same by signing the attached copy 
of this letter and returning it to us. 


Very truly yours, 
FAR ERKE HOECHST AG. 
vo is ister Lucius & Briining 
‘ 


om 
< at 
A fom 


Accepted: 
THE UPJOHN COMPANY 


By KL. . 
2 iss Veale frrete Cenc YX 
Date: Yh a a 
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re 
Gi) 
<7 
FARBWERKE HOECHST AG. 
eormall Mister Lavive & Duiming 


Patentabteilung 

The Upjohn Company Dr.I/az 
@ FRANKFURT (M)-HOECHST 
Kalamazoo, Michigan idareh 17, 1958 


U.S.A~ 
Air ail! 


Gentlemen: 


-This hao reference to the Agreement, made Ausust 6, 1956, 
between THE UPJOHN COMPANY and PARBWERKE HORCHST AG. 

_vormals Meister Lucius & Briining covering antidiabetic 
compounds, 


This will confirm that, in response to your request, 
soid Agreement is amended as, follows: 


“Section I = DEFINITIONS is amended to insert i 
paragraph (2) after line 11: 
F 20 393 IVb/12 o (Pw. 1564 du), filed May 26, 1956 
F 20 364 IVb/12 0 (iw, 1564 f) , filed May 23, 1956 
F 2U 409 IVb/12 © (Fw. 1564 fa), filed May 29, 1956 
©: 21 007 IVb/12 o (Fw. 1884) — filed August 10, 1956 
v.. F 21 860 IVb/12'0 (IW. 1988) » tiled December 6, 1956. 
If’ the foregoing is acceptable to you, we shall appreciate 


your indicating the same by signing the attached copy 
of this letter. and returning it to us. 


Very truly yours, 


Ree FARBWERKS ub CUS T AG. 


WAR 29° ’ vArmats icister ius o/Btiining 
¢ aoa Metin La 


March 27, 1958 


TeLerow FEAMRCHALIOER KONTEN 
toner ou m8 Rhetn-At vin Ayah AG. Frecktort (Men), Me, SNe" 
Ferme Hoecher Commons ond Condit Dank AG. Crambtart ()*ers), Me. $7072 
Bhddewtsche Cant AG, Pranktunt (Mate), Ne 22500 
CODER: ACME ADC OH Laine Bentley's Breand — Dentin s Compirte Phraee 


— Ses ¢ 
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FARBWERKE HOECHST AG. 
wormed Masts Lacins & Bhaining 


Patentabteilung 


Dr.l/az 
Mr. Gordon W. Hueschen 


Patent Law Department @ FRANKFURT IMI-HOECHST 
The Upjohn Company 


September 6, 1956 
felamazoo . Michican 


Air Mail! 
ak 
SEP 10 1956 
Jean Kauftold 


yeahs 
«1 ae ’ 
REAPS ¢ 
41 1996 
Dear Mr. Hueschen: seP My 
oncom w. HUN : 
Re: ORINASE 


Please refer to our letter of August 28, 1956. 
We beg to advise you that the license Agreement 

--——was approved by the-German authorities by 
letter of August 29, 1956. 


_——~ 
7 


: Complete information on D 860 is being prepared 


and will be sent to you as soon as possible, 


Very truly yours, 


PAR ERKE HOECHST AG, 
vo 8 Mgister L B ing 


PERMOCHREDOTR KONTEN : 
mm Rrein-tem Bont AG. Pronktert (Met). Mv. $91 609 
Peree Moecher Commers. ond Cro@t Bont AG. Prantturt (Mam) Me. OF O72 
Sotdewteche Bank AG. Fremktert (Mem) Me. 22°00 
Gentiey's Gecend — Henttey's Compinte Phrase 
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LICENSE AGREEMENT 


mh 
THIS AGREEMENT, made this @ day ot “9499, 1956, 
paren so eee OT < 
by and between THE UPJOHN COMPANY, a corporation duly organized 


and existing under the laws of the State of Michigan of the 
United States of America, and having its office and principal 
place of business at 301 Henrietta Street, Kalamazoo, Michigan, 
United States of America, hereinafter referred to as “UPJOHN", 
and FARBWERKE HOECHST AG. vormals Meister Lucius & Brlning, 

@ corporation duly organized and existing under the laws of the 
Federal Republic of Germany, and having its office and principal 
place of business ét Frankfurt/Main-Hoechst, Germany, hereinafter 
referred to as "HOECHST", 

WITNESSETH THAT: 

WHEREAS, HOECHST is the owner of the entire right, title and 
interest in and to a certain invention in new blood sugar 
reducing preparations for oral use, including N-para-methyl- 
phenyl-sulfonyl-N'-butylurea, on which invention applications 
for Letters Patent have been filed in the United States of America 
and in other countries, and 

WHEREAS, HOECHST is in possession of certain know-how 
relating to the chemistry, pharmacology and clinical usefulness 


‘ 


of the new preparations, and . 

WHEREAS, UPJOHN is desirous of obtaining an exclusive 
license under such invention in the United States of America 
and of obtaining said know-how of HOECHST, all upon the terms 
and conditions hereinafter set forth, 
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NOW, THEREFORE, for and in consideration of the premises 
and the faithful performance of the mutual covenants herein 
contained, the parties hereto agree as follows: 

SECTION I. DEFINITIONS. 

For the purpose of this Agreement the following definitions 

shall apply: 


(1) The term “antidiabetic compound" means any of the 


ce. mpounds covered by the "Licensed Patent Rights", including Deng, 
‘ nthe ~ 


\ 


especially any N-para-wethy] -pheny1 -sul fonyl -W -butylures, and 
pharmaceutical preparations, compoundings or mixtures containing 
the same. 

(2) The term "Licensed Patent Rights" means application 

*” Serial No. 555,744 for Letters Patent of the Un States of 

America filed December 28, 1955, as well as Migaip 
still to be filed corresponding to the following German patent 
applications: 

F 18 136 IvVb/12 o (Fw. 1564 ), filed August 8, .1955 

F 18 339 IVb/l2 o (Fw. 1564a), filed September 3, 1955 

F 18 648 Ivb/12 o (Fw. 1564b), filed October 14, 1955 

F 18 659 Ivb/l2 o (Fw. 1564c), filed October 15, 1955 

F 18 686 IVb/l12 o (Fw. 1564d), filed October 19, 1955 

F 19 253 IVb/l2 o (Fw. 1564e), filed January 7, 1956 
respectively, and any patents issuing thereon as well as any 
additions, divisions, continuations-in-whole, continuations-in- 
part, extensions, renewals, substitutions, or reissues thereof 
or therefor, and any patents issuing thereon. Still other U.S. 
patent applications or patents of HOECHST may be added to the 


"Licensed Patent Rights" by mutual agreement. 
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(3) The term “License” means the right to make, use 
and sell the antidiabetic compound. 

(4) The term "net proceeds of sales" means the amount 
billed for the sale of the antidiabetic compound in packaged 
pharmaceutical form, less (ih such amounts as are customary 
in the trade) the following: (1) Customary cash discounts, 
trade discounts, or quantity discounts actually allowed directly 
with respect to the sale, if any; (11) sales and other excise 
taxes and duties imposed upon and paid by UPJOHN directly with 
respect to the sale; and (111) allowances or credits, if any, 
to customers on account of settlement of complaints, rejections, 
returns, or retroactive price reductions. 


If sales are made in bulk as distinguished from packaged 


form, "net proceeds of sales" shall be détermined by applying, 
en aa ; ; 


to the quantity of the particular antidiabetic compoud so sold, 
UPJOHN'S highest price of that particular antidiabetic compound 
in packaged pharmaceutical form prevailing during the half-year 
accounting period concerned. . 

Where the antidiabetic compound is sold by UPJOHN in 
combination with other active therapeutic substances, the net 
proceeds of sales for computing payments thereon shall be 
determined by multiplying the net invoice value of such combination 
products by a fraction, the numerator of which shall be the cost 
of the antidiabetic compound content’ thereof and the denominator 
of which shall be the total cost of all active therapeutic 
ingredients contained in such combination product, the cost in 


each case to be determined by UPJOHN'S standard cost formula. 
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SECTION II. GRANT. 

(1) PATENTS. HOECHST hereby grants to UPJOHN and UPJOHN 
hereby accepts from HOECHST an exclusive, nontransferable 
license to practice in the United States of America, its 
territories and possessions, the invention covered by the 
Licensed Patent Rights, solely fyr the manufacture, use and 
sale of the antidiabetic compound and for no other compound, 
unless expressly added by mutual agreement between the parties 
hereto. 

(2) ENTIRE LICENSE. No other, further, or different 
license is hereby granted or implied either as to scope of 
the license or as:to areas covered by the license, whether 
under any or all of the Licensed Patent Rights or otherwise, 
it being understood that this Agreement does not by inference 
or otherwise prohibit UPJOHN from any activity, in any country, 
which does not contravene patent rights of HOECHST. 

(3) KNOW-HOW. HOBCHST hereby agrees to make available 
to UPJOHN all of HOECHST'S "know-how", which is necessary for 


UPJOHN to manufacture, use and sell the antidiabetic compound. 


SECTION III. DILIGENCE OF UPJOHN. 


UPJOHN agrees that it will use its best efforts to exploit 


the Licensed Patent Rights on a commercial scale during the 
life of this Agreement. UPJOHN also agrees that it will not at 
any time hereafter directly or indirectly infringe any patent 
included at any time within the Licensed Patent Rights by 
operating outside the scope of this Agreement. UPJOHN further 
agrees that it will not contest the validity of any patent 


included at any time within the Licensed Patent Rights, or the 
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novelty or utility or patentability of any subject matter of 

any such Licensed Patent Rights, or the title thereto or the 

interest therein of HOECHST, or directly or indirectly assist 

any other person, firm or corporation in contesting the same. 

UPJOHN further agrees and contracts that all active patents in- 

cluded at any time within the Licensed Patent Rights shall, as 

between HOECHST and UPJOHN, be considered in full force and valid. 
ION + EXCHANGE OF ASSISTANCE BETWEEN HOECHST AND UPJOHN. 
(1) As a part of its transfer of "know-how" to UPJOHN, 


HOECHST shall give to UPJOHN assistance and information including 


/ 


@ll pharmacological and clinical data which may be necessary 
or desirable to enable UPJOHN to manufacture, use and sell the 
antidiabetic compound. 

(2) UPJOHN shall give to HOECHST assistance and information 
respecting any improvements it may make in the manufacture of 
compounds as defined in the Licensed Patent Rights and grants to 
HOECHST the right to use such improvements at all times during 
the existence of this Agreement and shall, upon termination of 
this Agreement, grant to HOECHST the right to use such improve- 
ments of UPJOHN thereafter at a reasonable royalty rate (in light 
of the royalty rates herein) to be negotiated by the parties. 

(3) HOECHST, through its Patent Department, will keep 
UPJOHN'S Patent Department advised on all steps in the prosecution 
of all United States patent applications included in the Licensed 
Patent Rights, giving said Patent Department of UPJOHN the 
opportunity to comment on all proposed actions in said appli- 
cations. 

(4) If HOECHST desires to abandon the prosecution of any 
patent application included within the Licensed Patent Rights 
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it shall so advise UPJOHN in time for UPJOHN to assume the 
prosecution, and thereafter UPJOHN shall have the right to 
continue such prosecution at its own expense, if it shall so 
desire. In such cases, full right, title, and interest in and 

to the application and any patent which issues thereon shall 

rest in UPJOHN, and HOBCHST shall promptly execute an assignment 
tu that effect, it being understood that HOECHST shall retain, 
under any patent or application concerned, an irrevocable royalty- 
free license. 

SECTION V. ROYALTIES. 

(1) For and in consideration of the rights, privileges, 
license, and "know-how" granted under Section II, UPJOHN shall 
pay, and agrees to pay, to HOECHST from the date of first 
commercial sale by UPJOHN 4 royalty of seven and one-half per 
cent (7-1/2%) of the net proceeds of sales (as herein defined 
in Section I, item (4)) from the sales of the antidiabetic com- 
pound, but subject to the qualification that royalty shall be 
paid HOBCHST by UPJOHN on any particular antidiabetic compound 
only until the expiration of the last to expire of any U.S. 
patents, inoluded at any time within the Licensed, Patent Rights, 
which cover the particular antidiabetic compound product of 
UPJOHN by @ composition of matter claim, 

In the event that conditions beyond the control of 
UPJOHN should bring about significant reductions from UPJOHN'S 
established price level for the antidiabetic compound, HOECHST 
shall then give sympathetic consideration to any reasonable 
request UPJOHN may make for 4n appropriate reduction in the 


royalty rate applicable to the sales of the antidiabetic compound. 
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(2) As an integral part of the consideration for the 





license grant of Section II, UPJOHN hereby agrees that the 
royalties paid HOECHST by UPJOHN within ten (10) years from 
January 1, 1957, or within ten (10) years from the date on 
“which the Food and Drug Administration of the United States of 
America approves the unrestricted prescription use of the’ com- 
pound N-para-methyl -phenyl -sulfony1-N'-butylurea, whichever of 
the two dates shall later occur, shall, when aggregated, amount 


to a minimum of Two Million Three Hundred Thousand Dollars 











($ 2,300,000.00). Of this amount, UPJOHN agrees that a minimum 
of One Million Three Hundred Thousand Dollars ($ 1,300,000.00) 

shall be paid HOECHST within five (5) years of the said date, 
PROVIDED, HOWEVER, that the exclusive license granted 
under Section II may, at the option of UPJOHN, by notice from 






UPJOHN to HOECHST, be converted to a nonexclusive, nontrans- 
ferable license at any time after five (5) years from the said 


date, if, by events beyond the control of UPJOHN, UPJOHN'S sales 








of the antidiabetic compound during any calendar year from 
January 1 to December 31 immediately preceding the giving of 
such notice, should be less than Three Million Dollars 


($ 5,000,000.00), and if UPJOHN elects to convert the exclusive 





license to @ nonexclusive license at any time after five (5) 


years, UPJOHN shall then be relieved of its obligation to make 





any further payment of minimum royalties as provided for in 


this section. In the event HOECHST shall thereafter grant any 








license under the Licensed Patent Rights at a royalty rate less 
than that provided in this Agreement, HOECHST shall notify 
UPJOHN thereof and, effective upon the date of such other license 
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agreement and for as long as such more favorable royalty rate 


is available, the royalty rate applicable to the license granted 


to UPJOHN under this Agreement shall be reduced to the royalty 


rate specified in such other license, and 

PROVIDED FURTHER, that in the event the prescribed 
minimum royalty of Two Million Three Hundred Thousand Dollars 
($ 2,300,000.00) is not already paid, and UPJOHN'S sales of the 
antidiabetic compound in any of the fifth through the ninth 
years after the said date should be less than Three Million 
Dollars ($ 3,000,000.00) and UPJOHN nevertheless elects during 
the first six months of the next following year, to continue 
the exclusiveness of the license, then UPJOHN shall pay royal- 
ties of at least Two Hundred Thousand Dollars ($ 200,000.00) 
during said next following year up to the point where the 
prescribed minimum royalty of Two Million Three Hundred Thousand 
Dollars ($2,300,000.00) is paid to HOECHST, and 

PROVIDED STILL FURTHER ~nat any and 4ll of the fore- 
going obligations on the part of UPJOHN to pay minimum royalties 
shall continue only so long as the Food and Drug Administration 
of the United States of America continues its approval of the 
unrestricted prescription use of the compound N-para-methyl- 
phenyl -sulfonyl -N‘ -butylurea. 
SECTION VI. REPORTS AND RECORDS. 

(1) UPJOHN shall keep full, thorough, and accurate records 

of account containing all particulars which may be necessary 
for the purpose of showing the amount payable to HOECHST by way 
of royalty as aforesaid. Such books of account shall be kept 
at UPJOHN'S principal place of business, and shall be open at 


@l1l reasonable times within the period of this Agreement and 
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Within two years thereafter to the inspection of an independent 
certified accountant retained by HOECHST for the purpose of 
verifying UPJOHN'S royalty statements or UPJOHN'S compliance 

in other respects with this Agreement. 

(2) UPJOHN shall render to HOECHST, within sixty (60) 
days after the end of each calendar half-year, a semi-annual 
accounting of its dollar and volume sales of the antidiabetic 
compound produced during the preceding calendar half-year 

‘ expiring on December 31 or June 30, and of the amount of royalty 
due, and shall accompany the accounting with the payment of the 
royalty due. 

(3) All payments to HOECHST hereunder shall be made to 
HOECHST at Frankfurt/Main, Germany, by check or draft upon Bank 
Deutscher Linder, Frankfurt/Main, Germany, in United States 
dollars, and payment will be deemed made only after said check 
or draft has been accepted or paid. 

(4) UPJOHN shall notify HOECHST promptly of the date of 
beginning of commercial sales of the antidiabetic compound, as 
well as the date on which the Food and Drug Adntatatretion of 
the United States of America approves any prescription use of 
the compound N-para-methyl -phenyl-sulfonyl-N'-butylurea and the 
date on which said Government Agency approves the unrestricted 


prescription use of said compound, in the event such dates are 


not the same. - 
SECTION VII. INFRINGEMENT OR DEFENCE OF PATENTS. 

(1) HOBCHST shall be under no obligation to take pro- 
ceedings in respect of any infringement of, or in defence of, 
any patent included at any time within the Licensed Patent Rights 
in any way UPJOHN shall have the right, at its own expense, 


to take proceedings in its own name or, where necessary, in the 
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name of HOECHST in respect of any infringement of, or in.- 


defence of, any such patent, PROVIDED, HOWEVER, that UPJOHN 
shall promptly notify HOECHST of any infringement that shall 
come to the attention of UPJOHN, and of any proceedings in 
respe«' of any infringement of, or in the defence of, any such 
patent, and shall keep HOECHST advised as to the progress of 

any proceedings and furnish HOECHST with copies of all notices, 
pleadings, other legal papers received or filed by UPJOHN in 
such proceedings. HOECHST shall have the right to intervene at 
its own expense in any such proceedings and at HOECHST'S option - 
to control the proceedings after such intervention. 

Should any such patent be infringed by others and said 
infringement be called to UPJOHN'S attention by HOECHST in 
writing and UPJOHN not take proceedings in respect of said 
infringement within three (3) months, then HOECHST shall have 
the right, at its own expense, to take proceedings in respect 
of such infringement. 

Should it become necessary to defend any such patent 
and should UPJOHN elect not to defend such patent, UPJOHN will 
so notify HOECHST in sufficient time for HOECHST to defend such 
patent should HOECHST wish to dv so. Recuvery from any pro- 
ceedings in respect of any infringement of, or in defence ol’, 
any patent included at any time within the Licensed Patent Rights, 
shell, after the party conductingsuch proceedings has reimbursed 
itself from such recovery for all expenses incurred in such suit, 
including court costs and counsel fees, be divided one-half to 
HOECHST and one-half to UPJOHN. 

(2) HOECHST shall in no event be held responsible to 
UPJOHN for any loss or damage which UPJOHN may sustain in the 
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event of suit by others or in the event of infringement of 





" any Licensed Patent Rights by any party or parties or in the 
event that any Licensed Patent Rights should hereafter be 
declared invalid. 





(3) If no patent, which covers a particular antidiabetic 
compound being marketed by UPJOHN under this Agreement, should 
issue on United States patent applications included in the 





Licensed Patent Rights or on any additions, divisions, con- 
tinuations-in-whole, continuations-in-part, extensions, renewals, 


or substitutions thereof or therefor, then the royalty rate 





(but not the minimum rovalty of Section V, item (2)), shall be 
reduced to one-half the royalty rate specified in Section V, 
item (1), and UPJOHN agrees that on all quantities of that 
particular antidiabetic compound which it shall thereafter 
manufacture or sell during the term of this Agreement, it will 


pay to HOECHST one-half the royalty specified in Section V, 





item (1), as royalty for the "know-how" granted by HOECHST to 
UPJOHN. If no U.S. patent, which covers a particular antidiabetic 
compound then being marketed by UPJOHN under this Agreement, 

has issued on the above-identified applications within five (5) 


years from the effective date of this Agreement, it shall be 





presumed that no U.S. patent will issue, and thereafter, until 






such time as a U.S. patent which does cover that particular 
antidiabetic compound actually does issue, the reduced royalty 
rate shall be in effect. 

(4) If, as a result of any legal action, any claims of 
an issued U.S. patent included within the Licensed Patent Rights 
should be revoked or declared invalid by the judgment of a court 






of last resort or of a court of competent jurisdiction from 
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which no timely appeal is taken, then the royalty rate (but 
not the minimum royalty of Section V, item (2)), as to a 
particular antidiabetic compound covered by such invalid or 
revoked claims shall be reduced to one-half the royalty rate 
specified in Section V, item (1), and UPJOHN agrees that on 
all quantities of that particular antidiabetic compound which 


it shall thereafter manufacture or sell during the term of 
this Agre-ment, it will pay to HOECHST one-half the royalty 
specified in Section V, item (1) as royalty for the ."know-how" 
granted by HOECHST to UPJOHN. 

(5): If, during the sere of this Agreement, patents should 


be issued to a third party covering operations under the 


technical “know-how” as furnished to UPJOHN by HOECHST, or 


under the licenses granted hereunder, and if it should ve im- 
practical or impossible to escape the use of such patent of a 
third party by change of operations, then UPJOHN will negotiate, 
if possiole with the assistance oi HOECHST, with the third party 
for the purpose of obtaining a license under the patent of the 
third party. It is agreed that if then UPJOHN has to pay reason-~- 
able royalties to any third party, HOECHST will then consider 
whether HOECHST shall bear any part of such royalty payments 
to the third party, without however assuming, at the time of 
executing this Agreement, any obligation to bear any part of 
any such royalty payments to the third party. 
SECTION VIII. G&CRECY. 

It ig agreed that any and all information given by one 
party to the other under this Agreement shall be regarded as 
confidential, except to the extent that such information comes 


into the public domain or is required by law, until released 
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' ““\py the party of origin, and shall not be communicated to any 
other person, firm, or agency without the written consent of 
the other party. 

SECTION IX. TERM AND TERMINATION OF AGREEMENT. ; 
This Agreement shall become effective upon (1) HOECHST'S 

obtaining permission (or permissions) from the appropriate 

authorities and HOECHST'S then notifying UPJOHN in writing 

that the aforesaid permission has been obtained, and (2) 

UPJOHN'S obtaining from the Food and Drug Administration of 

the United States of America their approval of any prescription 

use of the compound N-para-methyl -phenyl -sulfonyl -N' -butylurea, 

and shall continue in full force and ef'fect, unless sooner 

terminated as hereinafter provided, until the expiration of 

the 1s 80 expire of any patents included at any time within 

the Licensed Patent Rights, including improvement patents and 

reissue patents, provided, however, that as an integral part 

of the consideration for the grant of the "know-how" by HOECHST 

to UPJOHN in accordance with Section II, item (3), and Section 

IV, item (1), UPJOHN hereby unconditionally agrees to pay 


HOECHST in any event, for ten years, starting ft'rom the date of 


first commercial sale of the antidiabetic compound, the 

royalties as set forth in Section V, item (1), or the reduced 

royalties as specified in Section VII, items (3) and (4), 

Otherwise than as stated in the fofegoing sentence, it is 

agreed by the parties hereto that this Agreement shall be 

terminable only as provided in items (1), (2), and (3) following. 
(1) Upon any breach, default, or other defect of per- 

formance under this Agreement by UPJOHN, HOECHST may cancel 

this Agreement by sixty (60) days' written notice to UPJOHN. 
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‘Said- notice shall become effective at the end of said sixty- 
day (60-day) period unless UPJOHN shall cure such breach, 
default, or other defect of the performance required for full 
compliance with the terms of this Agreement during such 
sixty-day (60-day) period. 

(2) , if UPJOHN shall become bankrupt or insolvent or if 
the. business of UPJOHN shall be placed in the hands of a Receiver, 
Assignee, or Trustee in Bankruptcy, whether by the voluntary 
act of UPJOHN or otherwise, this Agreement snall immediately 
be subject to termination, at the option of HOBCHST, by notice 
from HOECHST to UPJOHN. © 

(3) The termination of this Agreement and the rights and 
licenses granted hereunder shall not relieve UPJOHN of its 
obligation to make the payments of royalties which have accrued 
prior to the effective date of such termination, nor shall such 
termination relieve UPJOHN of any obligation to make any 
payments of royalties on any quantity of product which is made 
by UPJOHN prior to the effective date of such termination and 
is thereafter sold. 

SECTION X- ASSIGNMENT. 

This Agreement shall be binding upon, and shall inure to 
the benefit of the respective successors of the parties hereto. 

This Agreement or any rights granted hereunder may not be 
assigned, transferred, conveyed, or encumbered by either party 
except upon the written consent of the other party, unless 
such assignment shall be made along with the assignment, transfer, 
or conveyance of that party's entire business. 


This Agreement shall be construed according to the Laws 


of the Federal Republic of Germany. 
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SECTION XII. ARBITRATION. 


In the event of any controversy or claim arising out of 
or relating to any provision of this Agreement or the breach 
thereof, the parties shall try to settle those conflicts 
amicably among themselves. Should they fail to agree, the 
matter in dispute shall be settled under the Rules of Con- 
ciliation and Arbitration of the International Chamber of 
Commerce by one or more arbitrators appointed in accordance 


with the Rules then prevailing. 


Notwithstanding anything to the contrary in such Rules, 


if the arbitration is initiated by HOZCHST, it shall be held 
in Kalamasoo, Michigan, U.S.A., and if initiated by UPJOHN 

it shall be held in Frankfurt/Main, Germany, and the award 
rendered through arbitration shall be final and binding in any 
event. Such award may, if desired, be entered in any Court, 
having jurisdiction, or application may be made to such court 
for @ judicial acceptance of the award and an order otf’ 
enforcement, as the case may be. 

SECTION XIII. NOTICES. 

All written notices, requests, or permissions referred to 
herein or relating to this Agreement shall be by registered 
mail addressed to the address of the respective parties stated 
hereinbefore. 

SECTION XIV. ENTIRE AGREEMENT. 

This Agreement constitutes the entire agreement between 
the parties hereto relating to the subject matter hereof. 
There are no terms, obligations, covenants, representations, 


statements, or conditions other than those contained herein. 
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No variation or modification of this Agreement nor waiver of 
any of the terms or provisions hereof shall be deemed valid 


unless in writing and signed by both parties hereto. 


IN WITNESS WHEREOF, the parties hereto have caused the 
English and German text of this instrument to be executed in 
duplicate. 


FPFARBWERKE HOECHST AQ. 
vormals Meister Lucius & Brilning 





Title: 





THE UPJOHN COMPANY 





Title: 





Attest: 
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EXHIBIT 314 - 


GROGGINS & GROGGINS 
COUNSELLORS AT LAW 
217 BROADWAY 
NEW YORK 7, N.Y. 


WORTH 2-0640 


July 16, 1959 


Committee on the Judiciary, 
United States Senate 
Subcommittee on Antitrust and Monopoly 
Senate Office Building 
Washington, D. C. 


Gentlemens 


Mr. Robert A. Bicks, Acting Assistant Attorney General 
of the Antitrust Division, has suggested that I write 
to you regarding some facts which I disclosed to the 
Attorney General relating to a possible restraint of 
trade in the drug and pharmaceutical trade. 


I am one of several million adults who have a mild 
diabetic condition for which the drug "Tolbutamide" 
is prescribed. In the United States this product is 
manufactured only by The Upjohn Company under the 
trade name “Orinase". Two months ago when I was in 
London and found that I would nced some of the pills, 
I looked up The Upjohn Company's British branch and 
found that they did not manufacture the product in 
Great Britain. I did ascertain that the very same 
product is manufactured by an English company, "Hoechst", 
who sell it under their own trade nan. 


The factor that was of disturbing interest is the marked 
difference in price. In the United States we have to pay 
about $14.00 for one hundred pills, and the drug stores 
are quite emphatic in advising that they are required to 
maintain this price by The Upjohn Company. On the other 
hand, when I came to purchase the same product in Great 
Britain, the price was $4.90 per hundred. 


Apparently anybody can manufacture "Tolbutamide", but no 
other company in the United States makes it but Upjohn 

and apparently no one has successfully imported it from 
abroad. It is this situation which you may wish to 
investigate in determining whether thore is an unreason- 
able and, possibly, an illegal restraint in the drug field. 


If you wish to use my services personally, I am available. 


in 
gr 


STANLEY s. APEC NS 
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/ question has been raised in the course of these 
hearings as to the legality of a license agreement that 
requires the payment of royalties in respect of the manu- 
facture, use or sale of products covered by patent applications 
that have not yet issued into patents, and the suggestion has 
been made that such an agreement violates the antitrust laws. 
We believe the suggestion to be erroneous, and that such 
legal evidence as exists indicates quite the contrary. We 
believe that the following points are relevant to and support 
our conclusion. 

1. Historically, the licensing of patent applications 
and the requiring of the payment of royalties for use of the 
Claimed inventions is and always has been widely practiced. 

2. The antitrust legality of such practice has, to 
our knowledge, never even been questioned by any sourt. 

3. The contractual obligation to pay such royalties 
has been uniformly held to be valid and enforceable. See, 


for example, Eliks, Patent Assignments and Licenses, 88 390, 
546 and cases eited therein, 


35621 O—60—pt. 20-19 
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4, The "boiler-plate" compulsory patent licensing 
provisions of both litigated judgments and consent judgnents 
in a host of antitrust cases require the licensing of patent 
applications, as well as patents issuing thereon or otherwise, 
subject to the payment of reasonable royalties. 

5. In the face of a vigorous dissent, it was held by 
the Supreme Court that there was no misuse of patents or any 
practice contrary to public policy involved in a license 
agreement that measured the royalty payments for the use of 
licensed patents by applying the licensed royalty rate to a 
class of products in connection with which the licensed 
patents might not have been used at all or, if used, used in 
connection with merely a somponent of a mich larger and more 
valuable aggregation of components. Automatic Radio 

actu: ° + V. Hageltine Research, Ino., 339 U,8. 
827 (1950). By analogy, therefore, it would seem that it is 
equally compatible with the antitrust laws and public policy 
for a licensor to exact from his licensee a royalty for the 
use of an invention comprising the subject of a patent 
application which has not as yet issued into a patent. 


6. The inventions comprising the subject matter of 
patent applications licensed to The Upjohn Company by Parbwerke 
Hoechst were trade secrets confidentially licensed and dis- 


closed to Upjohn. The licensing of such inventions was, in 
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addition, accompanied by the licensing and disclosure of 
related confidential technical data to Upjohn. Hoechst's 
interests both in such inventions and in such related con- 
fidential technical data were legally protectable and furnished 
valid consideration for Upjohn's agreement to pay royalties, 
Restatement of Torts, Sec. 757. (The disclosure of the 
licensed inventions to the Patent Office by the filing of 


the patent applications relating thereto being confidential, 
the legally protectable character of Hoechst's interests was 
not destroyed.)\ 


Respectfully submitted, 


THE UPJOHN COMPANY 
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EXHIBIT 320 


NAMES AND IDENTIFICATION OF 
PHYSICIANS STGNING STATEMENT 


Beaser, Samuel B., of Boston, Mass. 
linical Associate in Medicine, Harvard Medical School 


Bowers, Cyril Yarling of New Orleans, La. 
hsner Clinic, New Orleans 
Tulane Medical School 


Brown, George of New York, N.Y. 
Chief Diabetic Clinic, Bronx Hospital 


Buse, John I., of Charleston, S. C. 
Medical College of South Carolina 





Calesnick, Benjamin of Philadelphia, Pa. 
Dingman, Joseph Francis of New Orleahs, La, 


Dobson, Harold Lawrence of Houston, Texas 
sistant Professor Medicine, Chief of Metabolic Section, 
Department Medicine, Baylor University College of Medicine 


Dube, Arthur H. of Syracuse, N.Y. 
Clinical Assistant Professor Internal Medicine, Director 
Diabetic Service, State University New York 





Duncan, Garfield G., of Philadelphia, Pa. 
ofessor Medicine, University of Pennsylvania 


Eichold, Samuel of Mobile, Ala. 


Fajans, Stefan S. of Ann Arbor, Mich. 
ssociate Professor Medicine, University Michigan Hospital 


Fineberg, Seymour K. of New York, N.Y. 
Zitnical Associate Medicine, New York Medical College 


Goldner, Martin G. of Brooklyn, N.Y. 
inical Professor Medicine, State University Medicine, 
New York (Brooklyn) 


Halleran, Leo B. of New York, N.Y. 
Chief of Diabetic Clinic, Roosevelt Hospital 


Hamwi, George J., of Columbus, Ohio 
Professor Medicine Ohio State University. Chief of 
Endocrine & Metabolism Section 
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Handelsman, Milton B. of Brooklyn, N.Y. 
sociate Clinical Professor, State University Medicine 


Hills, Arthur Gorman of Miami, Fla. 
University of Miami School of Medicine 





Jost, Franz of New York, N.Y. 
Kinsell, Laurance Wilkie of Oakland, Calif. 
rector Institute Metabolic R search 
Highland Alameda County Hospital 


Leevy, Carroll M, of Jersey City, N.J. 
Associate Professor Clinical Medicine, Seton Hall 


levison, William of Newark, N.J. 

Assistant Diabetic Clinic, Mt. Sinai Hospital 

chief Diabetic Clinic, Newark, Beth Israel Hospital 
Lowenthal, Joseph J. of Jacksonville, Florida 


Miller, Emery Clyde, Jr. of Winston-Salem, North Carolina 
Bowman Gray School of Medicine 


Morgenstern, Leo L. of White Plains, New York 
Nichol, E. Sterling of Miami, Florida 
Pennock, L. Lewis of Pittsburgh, Pa. 

Pote, William H. of Los: Angeles, Calif. 


Associate Professor nee College of Medical 
Evangelists 





Rifkin, Harold of New York, N.Y. 
Associate Professor Clinical Medicine 
Albert Einstein College of Medicine 


Sherman, Charles R. of New Orleans, La. 
eterans Administration Hospital 


Shlevin, E. L. of Brooklyn, N.Y. 
ewish Hospital, Clinical Associate Professor Medicine, 
State University of Medicine New York 


Sindoni, Anthony Jr., of Philadelphia, Pa. 
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Spannuth, John R. of Reading, Pa. 
Chief of Diabetic Clinic, Reading Hospital 


Spring, Maxwell of New York, N.Y. 
Clinical Instructor Medicine, New York Medical College 


Vandivier, Thomas G. of Houston, Texas 


Williams, Robert Hardin of Seattle, Washington 
rofessor and Executive Officer Department Medicine, 
University of Washingtdén 


Zarawitz, Harold of Brooklyn, N.Y. 
inical Assistant Internal Medicine, 
University of Medicine 
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EXnHIBit 329 


CASE STUDY 
Pfizer) REPORT 
CHLORPROPAMIDE (P-607) 
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CLINICAL NOTES - WORKSHEET 
CHLORPROP AMIDE (P-607) 
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Clinical Research — 
Chas. Pfizer & C 


Brooklyn 6, N. Y. 
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COUNCIL ON DRUGS 


COUNCIL ON DRUGS 


NEW AND NONOFFICIAL DRUGS 


The following descriptions of drugs are based on available evidence and do not in any case 


imply endorsement by the Council. 


Chlorpropamide (Diabinese).—1-Propyl-3-(p-chlo- 
rophenyl) sulfonylurea.—The structural formula of 
chlorpropamide may be represented as follows: 


° 
“ 
ci { prsonne NH CHeCHeCHs 


Actions and Uses.—Chlorpropamide, an arylsul- 
fonylurea, is an orally active hypoglycemic agent 
which is used for the management of selected 
patients with diabetes mellitus. The pharmacologi- 
cal actions and clinical uses of chlorpropamide are 
essentially the same as those of the closely related 
compound, tolbutamide, and both drugs are be- 
lieved to influence blood sugar levels by the same 
basic mechanism of action. (See the monograph on 
tolbutamide in New and Nonofficial Urugs.) Chlor- 
propamide is rapidly absorbed from the gastrointes- 
tinal tract; the drug is detectable in the blood 
within one hour after a single orally administered 
dose, and blood levels are maximal within two to 
four hours. Because it is excreted very slowly 
mostly in unchanged form by the kidney, blood 
levels of chlorpropamide are maintained for con- 
siderably longer periods of time than with tolbuta- 
mide. This persistence in the body results in a 
sustained hypoglycemic action. Consequently, doses 
one-fourth to one-half as great, given less fre- 
quently, will produce the same control of the blood 
sugar level. In this sense, chlorpropamide may be 
considered more potent than tolbutamide. This in 
itself should not be construed to indicate that 
chlorpropamide is more effective. However, certain 
clinical evidence and laboratory determinations in 
the form of comparative blood sugar levels within 
four hours after single-dose administration is also 
available to indicate that, on an equivalent dose 
and blood level basis, chlorpropamide has a some- 
what greater therapeutic effect than has tolbuta- 
mide. This enhanced pharmacological potency may 
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be a factor, along with the delayed excretion, in 
the production of the desired therapeutic effect 
with Jower, less frequently administered dosage. 

Clinical experience with chlorpropamide is pres- 
ently much less than with tolbutamide. Neverthe- 
less, it is already apparent that both drugs have 
the same general usefulness. Thus, satisfactory 
control of the diabetic state with chlorpropamide 
can be anticipated chiefly in those patients with 
uncomplicated diabetes mellitus of the stable, non- 
ketotic, maturity-onset or adult type which cannot 
be controlled by dietary restriction alone. Chlor- 
propamide may reduce the amount of insulin 
needed by some patients with juvenile or growth- 
onset type of diabetes, or unstable or “brittle” type 
of diabetes, thus permitting a more satisfactory 
24-hour control of hyperglycemia than is possible 
with insulin alone. Like tolbutamide, it is of no 
value or is contraindicated in patients with diabetes 
complicated by ketosis, acidosis, diabetic coma, 
fever, severe trauma, gangrene, Raynaud's disease, 
or serious impairment of thyroid, renal, or hepatic 
function. The drug can be used successfully for 
controlling hyperglycemia in diabetic patients who 
initially or secondarily fail to respond to tolbuta- 
mide. 

The criteria used to select candidates for therapy 
with chlorpropamide are the same as those set 
forth for tolbutamide. Therapy with chlorpropa- 
mide should be undertaken with the same caution 
as with tolbutamide. Careful instruction of the 
patient, insistence on rigid adherence to dietary 
restrictions, and meticulous follow-up observations 
—all essential for the safe and efficacious use of 
tolbutamide—are equally necessary with use of 
chlorpropamide. 

In general, all of the side-effects and untoward 
reactions previously reported with tolbutamide 
have been observed with chlorpropamide. Although 
the over-all incidence of these effects is low, most 
investigators indicate that they tend to occur some- 
what more frequently with chlorpropamide than 
with tolbutamide. It is to be noted, however, that 
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average doses of chlorpropamide considerably in 
excess of those now recommended and found clini- 
cally effective were believed necessary in the early 
clinical investigations, and, as a result, the re- 
ported incidence of toxicity may be unduly high. 
The influence of lower dosage levels now being 
used to decrease the incidence of toxic effects re- 
mains to be seen. In addition, there is considerable 
evidence that all sulfonylurea compounds interfere, 
to some degree, with certain enzymatic processes 
within the liver; in this respect chlorpropamide is 
similar to tolbutamide in that both should be ad- 
ministered with extreme caution, if at all, to pa- 
tients with a history of hepatic dysfunction, with 
frank jaundice or liver disease being an obvious 
contraindication. A low incidence of completely 
reversible jaundice on the basis of intracanicular 
biliary stasis in association with chlorpropamide 
therapy has been reported. Accordingly, although 
transient alterations of alkaline phosphatase are 
often observed after institution of chlorpropamide 
therapy, a persistent, serially rising level constitutes 
an indication for withdrawal of therapy. 

Although hypoglycemia of a serious degree has, 
on occasion, been reported after the administration 
of tolbutamide, such reactions are more readily 
produced by overdosage of chlorpropamide. The 
exaggerated hypoglycemic effect is most likely to 
occur during the transition period from insulin, but 
it is a potential danger at any time when there is 
careless manipulation of dosage. Because of the 
prolonged action of chlorpropamide, if a hypo- 
glycemic reaction occurs, the patient should be 
treated with glucose and observed over a period of 
time to guard against the reappearance of a hypo- 
glycemic episode. To avoid the occurrence of 
hypoglycemia, the correct dose of chlorpropamide 
should be given preferably as a single dose with 
or before breakfast. Chlorpropamide should not be 
given in the evening without meals. Also, because 
of its increased potency, chlorpropamide shows a 
certain similarity of effect to insulin in that the 
margin of safety between doses producing eugly- 
cemia and hypoglycemia is smaller than with tol- 
butamidg. Hence, with chlorpropamide, as with 
insulin, it is imperative that there be a careful 
initial adjustment of dosage, as well as adequate 
orientation of the patients concerning hypogly- 
cemic reactions and their control’ and the necessity 
of regular, thorough, follow-up examinations. 

It is still too early to make a final assessment of 
the comparative merits of chlorpropamide and 
tolbutamide. Presently available evidence, how- 
ever, would suggest that the advantages of chlor- 
propamide are threefold: 1. It may be useful in 
some patients who are originally or who may be- 
come unresponsive to tolbutamide. 2. It may make 
possible a somewhat smoother control of blood 
sugar. 3. Its prolonged action makes it more con- 
venient to use, i. e., less frequent administration of 


smaller doses. On the other hand, chlorpropamide 
has several disadvantages when compared with 
tolbutamide. These are (1) a slightly higher clinical 
toxicity and a smaller margin of safety with respect 
to production of hypoglycemia and (2) the possi- 
bility of jaundice. 

Dosage.—Chlorpropamide is administered orally. 
The total daily dosage is generally administered as 
a single dose each morning with breakfast. Occa- 
sional cases of gastrointestinal intolerance may be 
relieved by dividing the daily dose. 

The initial daily dosage for middle-aged patients 
with mild to hesdentaly severe diabetes should be 
250 mg. or less. Because the geriatric diabetic 
patient appears to be more sensitive to the effects 
of hypoglycemic agents, consideration should be 
given to starting older patients on smaller amounts 
of chlorpropamide. 

No transition period is necessary when transfer- 
ring patients from other oral hypoglycemic agents 
to chlorpropamide therapy. The administration of 
the other agent may be discontinued at once and 
therapy with chlorpropamide started. Although 
insulin therapy should not be stopped abruptly in 
the severe or brittle diabetic patient or in the 
patient receiving over 40 units of insulin per day, 
the majority of middle-aged patients with mild to 
moderately severe, stable diabetes who receive 
insulin can, be placed directly on chlorpropamide 
and their insulin therapy discontinued at once. For 
patients requiring more than 40 units of insulin 
daily, chlorpropamide therapy may be initiated 
with a 50% reduction in insulin for the first few 
days, with subsequent reductions of insulin de- 
pendent upon the response to chlorpropamide. 

During the period of insulin withdrawal, the 
patient should instructed to test his urine for 
sugar and ketone bodies at least three times daily 
and report the results dailv. In some cases, it may 
be advisable to consider hospitalization of the pa- 
tient during the transition period. 

Three to five days after initial therapy, the blood 
level of chlorpropamide reaches a plateau. The 
dosage may be increased or decreased by 50 to 125 
mg. at intervals of three to five days to obtain 
optimal control. 

Most middla-aged patients with moderately 
severe, stable diabetes are controlled by about 250 
mg. of chlorpropamide daily. Patients with mild 
diabetes may do well on daily doses of 100 mg. or 
less. Many persons with more severe diabetes may 
require 500 mg. daily for adequate control. Patients 
who do not respond completely to 500 mg. will 
usually not respond to higher doses. Maintenance 
dosage above 750 mg. daily should be avoided. 

Preparations.—tablets 100 mg. and 250 mg. 


Year of introduction: 1958. 

Eli Lilly & Company and Pfizer Laboratories, Division of 
Chas. Pfizer & Co., Inc., cooperated by furnishing scientific 
data to aid in the evaluation of chlorpropamide. 
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DRUG-INDUCED HEPATIC INJURY * 


By Hans Popper, M.D., F.A.C.P., and FENTON ScHAFFNER, M.D., . 
F.A.C.P., New York, N. Y. 





DRUG-INDUCED hepatic injury poses many problems. Establishment of 
a causal relation between a hepatic disease, usually with jaundice and pre- 
ceding intake of a drug, is often difficult. This question arises with increas- 
ing frequency in view of the continuing expansion of the use of drugs. The 
instances of jaundice appearing in the last few years following administration 
of “tranquilizers” and “energizers” are cases in point. In the following the 
attempt is made: (1) to trace the difficulties, in the recognition of the causal 
relation between drug administration and liver damage; (2) to describe 
the possible approaches to the solution of the problem; (3) to discuss the 
main hepatic alterations which occur following drug therapy, illustrating 
each with recently observed examples; and (4) to survey the possible ways 
for prevention of the injury. Discussion of the problem is given preference 
over an attempt at an exhaustive survey of the literature on drug-induced 
injuries, which are covered by a series of recent reviews.” * * 













/ 
DIFFICULTIES IN ESTABLISHING THE ETIOLOGY OF DRUG-INDUCED 
Hepatic INJURY 


1. The liver participates in many systemic reactions as part of a variety 
of diseases; for instance, in infections involving organs other than the liver, 
and in disorders of the gastrointestinal tract, the liver shows alteration of 
its parenchymal cells, including focal necrosis and mobilization of Kupffer 
cells, as well as portal inflammatory reactions. These changes have been 
collectively designated as nonspecific reactive hepatitis. They may be as- 
sociated with varying degrees of abnormalities in the results of hepatic tests, 
and with such clinical manifestations as enlargement and tenderness of the 
organ. Even more impressive are the hepatic alterations resulting from 
circulatory disturbances like cardiac failure ® or shock * in an organ which is 
notoriously sensitive to oxygen deficiency as well as to pressure effects. 
Conspicuous centrolobular necrosis as found in autopsy specimens may 
simply be produced by agonal processes, and not be related at all to the 


* Received for publication May 12, 1959. 
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actual disease before the terminal period.’ Even in biopsy specimens, such 
changes may be a reflection of circulatory disturbance and not of a specific 
drug effect. They are sometimes associated with severe alteration in the 
laboratory findings—for instance, steep elevation of the transaminase activ- 
ity of the serum. Laboratory and histologic changes may thus not be an 
effect of the drug, but rather of the underlying disease for which the therapy 
had been instituted. 

2. Hepatitis and jaundice can result from serum hepatitis virus incidental 
to the parenteral therapy directed toward the disease, rather than from the 
express toxicity of the drug administered. Most types of jaundice following 
antisyphilitic therapy were originally attributed to the drugs,*® and only 
after much groping were many recognized to be viral hepatitis.’® ** 

3. The liver may be the site of a disease, e.g., viral hepatitis or extra- 
hepatic biliary obstruction from stones or tumors which is entirely inde- 
pendent of the drug therapy. The latter may have been instituted to combat 
early symptoms of the underlying disease. This is particularly the case in 
extrahepatic biliary obstruction. 

4. The history as to the administration of the drug is sometimes un- 

‘reliable because of either deliberate concealment or lack of observation. In 
a series of autopsy observations in which the liver morphologically exhibited 
a picture strongly suggestive of toxic injury, a drug was implicated only in 
the minority of instances.** Toxicologic demonstration of many of the 
offending agents is notoriously difficult. 


5. The liver responds to injury with a limited number of reactions, which 
makes it difficult to establish the hepatic effect of one drug. 

6. The evaluation of the morphologic changes is hindered by the lack of 
standardized criteria and nomenclature in liver disease. It is difficult to 
interpret the histologic lesions reported in the literature, apparently more 
so than in any other organ. 


APPROACHES TO THE ESTABLISHMENT OF THE ETIOLOGY OF 
Hepatic Druc INJuRY 


1. Statistical evaluation: The obvious indication of a causal relation 
between drug intake and hepatic injury is the occurrence of liver disease in 
high incidence following the intake of a drug. This is particularly the case 
with poisons—for example, those of an industrial nature *—and occurs in 
drug therapy in instances in which the vehicle used in the therapy appears 
to be poisonous. In most reported cases of hepatic injury following therapy 
with a drug, only a relatively small number develop liver disease, and the 
Statistical data are at best ambiguous. 

2. Functional investigation: If, following the administration of test doses 
to human subjects or experimental animals, results of the so-called liver 
function tests become regularly abnormal, and particularly if they return to 
normal after cessation of the therapy, the drug is probably hepatotoxic. 
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However, few tests measure well defined functions of the liver.* Most of 
the hepatic tests—as, for example, the serum protein reactions—only in- 
directly indicate altered hepatic activities,* and are not necessarily influenced 
by drug-induced injuries. 

3. Challenge: If re-administration of small amounts of a drug which has 
been implicated with jaundice produces it again, or at least clinical or 
laboratory manifestations of hepatic injury, the causative role of the drug 
appears to be confirmed. This phenomenon, thought to be an indication 
of hypersensitivity, does not occur regularly. For instance, readministra- 
tion of chlorpromazine is sometimes well tolerated in otherwise substantiated 
intoxications.** Hepatic hypersensitivity disease is, at best, poorly under- 
stood. 

4. Pathologic study: Because of the limited number of morphologic 
reactions of which the liver is capable, changes found cannot be expected to 
characterize one drug. However, groups of drugs do produce defined 
hepatic reactions like cholestasis or centrolobular necrosis. Even this state- 
ment is further qualified by the different types of alteration which have been 
reported to follow the administration of the same drug, particularly the 
sulfonamides.*® ** *7: 7% *% 2 24, 22,28 Also, cinchophen has been reported by 
some to produce mainly fatty metamorphosis,** and by others, massive 
necrosis.*° It is possible that, just as viral hepatitis produces hepatocellular 
necroses of various types as well as cholestasis,‘ drugs may have multiple 
effects on the liver. However, in view of the difficulties listed, the role of 
incidental factors is always moot. The most revealing procedure is the 
performance of liver biopsy in a series of patients before and after drug 
therapy. This somewhat elaborate procedure can clarify the questions of 
incidence and nature of the injury.” 

5. Animal experimentation; The causal relation sought is strongly sup- 
ported if administration of the drug to experimental animals produces a 
hepatic lesion similar to that observed in the patient. The literature is 
contradictory even on this point. For example, various reports of animal 
hepatotoxicity of cinchophen have not withstood careful scrutiny.” ** Dogs 
seem to be more sensitive than rats or mice to hepatotoxic effects of various 
drugs.*° 

6. Pathogenesis; Some hepatotoxic drugs have a well known biochemical 
effect—for instance, amine oxidase inhibition in the case of iproniazid,®™ or 
the inhibition of Krebs’ cycle enzymes by carbon tetrachloride.** Involve- 
ment of basic, primarily enzymatic, processes in the liver suggests an etiologic 
relation. 
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SurvEY oF DruG REACTIONS 


The approaches described can be utilized in a listing of entities with 
particular emphasis on those recently encountered. Morphology has been 
used as a guidepost to list five groups of reactions. 


1. Zonal hepatocellular alterations without inflammatory reaction: A 
variety of drugs produce zonal changes of the liver cells, either necrosis or 
fatty metamorphosis, or both. The typical example is carbon tetrachloride, 
which causes necrosis and disappearance of liver cells in the centrolobular 
zone, with conspicuous fatty metamorphosis and sometimes also hydropic 
cell swelling in the intermediate zone, whereas the peripheral liver cells either 
appear normal or regenerate to compensate for the damage elsewhere in the 
lobule **** (figure 1). The portal tracts are usually involved to a sur- 
prisingly small degree. Sometimes the liver cells of the entire lobule are 
involved, as in the fatty metamorphosis of chloroform intoxication.** The 
lesion is produced by drugs which actually should be considered as poisons, 
and, indeed, the picture resembles that caused by many known poisons, such 
as phosphorus ** or mushroom poison.*"**** The poison may affect the 
kidney to a great degree, and frequently it is difficult during life and even 
after autopsy to decide as to whether hepatic or renal failure was of greater 
clinical significance. 

As a rule, a statistical relation is obvious, and the extent of the lesion is 
dependent upon the dose; virtually everybody exposed to a given amount 
shows characteristic lesions. Alcoholism or malnutrition commonly accen- - 
tuates this? The lesion can be reproduced in various species of experi- 
mental animals at will, and carbon tetrachloride intoxication, for example, 
is a favorite tool in production of experimental hepatic injury. Similarly, 
functional changes in experimental animals and in man are readily observed, 
especially following industrial exposure. Pathogenetically, some of the 
substances have been shown to interfere with defined hepatic enzyme systems, 
e.g., carbon tetrachloride poisons mitochondrial enzymes.** The metabolic 
character of the injury is reflected in the zonal distribution of the lesion; 
all liver cells in a given zone, presumably similar metabolically, are involved 
to an equal degree.**? This apparently best understood type of drug injury 
is at present, in view of its predictable character, the least important in 
clinical medicine. 

2. Intrahepatic cholestasis: A group of drugs without common chemical 
structural characteristics produce, in a small number of patients exposed to 
them, jaundice which resembles extrahepatic biliary obstruction in its 
clinical, functional and even histologic manifestations *° (table 1). These 
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TABLE 1 
Cholestatic Drugs 





Associated 
Generic Name Trade Name with Incidence 
Inflammation 


Arsphenamine 

Carbarsone ? Isolated cases 

Methyltestosterone Few cases 79, 80, 81, 82, 83 

Norethandrolone Nilevar Less than 1% _ ‘| 84, 85, 26 

Chlorpromazine Thorazine : 1-2% 41, 42, 43, 44, 45, 
Largactil 46, 47, 48, 55, 56, 
Megaphen 


Prochlorperazine Compazine 
Ectylurea Nostyn 
Mepazine Pacatal 
p-aminosalicylic acid 

p-aminobenzy] caffeine 

Chlorthiazide Diuril 
Sulfanilamide 

Sulfadiazine 

Thiouracil 

Methimazole Tapazole 
Chlorpropamide Diabenese 
Dinitrophenol? ———- 


Isolated cases 

Isolated cases 

Isolated cases 

Few cases 

Isolated cases 

Isolated cases 

Few cases 

Isolated cases 

Few cases 72, 73, 74 
Few cases 75,76 
Isolated cases 141 
Few cases 122 


drugs include tranquilizers, particularly chlorpromazine, with which clin- 
icians have had the greatest experience.“*“* A different incidence is stated 
by various observers, the best estimate available being between 1 and 2%. 


Related substances, such as prochlorperazine,** mepazine,® ectylurea ™ and 
promazine,®* apparently produce cholestasis in very rare instances, whereas 
no examples are known to us following intake of trimeprazine and trifluo- 
perazine. 

The patients appear to be less sick than the degree of jaundice would 
indicate. Itching has occasionally been reported. The serum protein 
reactions are normal in many instances, but may become abnormal after 
long duration of jaundice. Serum transaminase activity is elevated in most 
instances, but seldom above 200 units with the standard colorimetric 
method.** °** Serum activity of alkaline phosphatase is also increased, as 
are total serum cholesterol and the sedimentation rate.* Circulating eosino- 
phils may be elevated. Bromsulfalein retention is common.*® The duration 
of the disease varies from a few weeks to many months,*” ** and transition 
into a chronic stage has been rare, but in one instance even xanthomatous 
biliary cirrhosis has been reported.°® The mortality rate is very low; °® 
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in Our Own autopsy material,°* one case was seen while five additional cases 
observed in other institutions were studied on a consultation basis. Some 
of the fatal cases died after exploratory operation for the possibility of an 
extrahepatic biliary obstruction. The cause of death seems to have been 
hepatic failure in all cases, in view of some recorded signs of coma with an 
elevated serum ammonia level, at least in one case. 

Histologically, three manifestations are present.** °° ** The most 
conspicuous is bile stasis, predominantly in the center of the lobule zone, 
reflected in bile plugs in the canaliculi, bile-pigmented protein coagulates in 
liver cells, bile-pigmented granules in Kupffer cells, and extracellular ac- 
cumulation of bile (figure 2). Some surrounding liver cells show rare- 
faction of their cytoplasm (feathery degeneration). Where liver cells dis- 
appeared in the centrolobular zone, mononuclear cells accumulated. The 
second feature is infiltration of the edematous portal tracts by mononuclear 
cells with a varying admixture of eosinophils. Also, ductular cells pro- 
liferate within the portal tract and in the peripheral zone of the parenchyma, 
and usually are surrounded by the same type of exudate cells. The borders 
of the portal tracts eventually become indistinct, and the limiting plate is 
disorganized. The third feature is focal necrosis of the liver cells, with 
replacement by mononuclear cells. Of these features, only the first is con- 
sidered to be significant, whereas the others are transient. In the fatal cases 
the bile stasis, sometimes associated with terminal hypoxemic fatty meta- 
morphosis or central necrosis, is very severe, whereas the inflammatory 
reaction has virtually disappeared, suggesting that cholestasis rather than 
inflammation was responsible for the clinical manifestations and the hepatic 
failure * (figure 3). The actual mechanism of hepatic failure under these 
circumstances is unknown, in view of the morphologic preservation of the 
liver cells in the greater part of the lobule. 

Another example of a drug apparently producing both cholestasis and 
portal inflammatory reaction is arsphenamine, the description of which was 
historically the first reported cholestatic drug injury.” It occurs in only a 
very small group of those treated with arsenicals, and in only a small per- 
centage of those developing jaundice after arsenical therapy, the vast ma- 
jority being the result of syringe-transmitted hepatitis. Some of the cases 
of the arsenical injury, now only rarely observed, progressed to chronic 
biliary hepatitis with xanthomatosis,® but apparently even then recovery was 
the rule. The arsenical amebicide, carbarsone, apparently also produces 
cholestasis.* 
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Among other drugs producing cholestasis with portal inflammatory 
reaction should be listed chlorpropamide, of which a case recently came to 
our observation, and para-aminosalicyfic acid,®*®™" sulfadiazine, thio- 
uracil,” "*'** methimazole,"*"* 8-para-aminobenzyl caffeine,” and chlor- 
thiazide."* No fatality occurred to our knowledge in the course of the 
cholestatic phase, and recovery apparently was always the rule. The situa- 
tion is somewhat confused in the case of para-aminosalicylic acid, in which 
. various types of hepatic injuries without cholestasis have been reported,’® ™ 
and which cannot so far be put into the scheme just presented. 

Another group of drugs producing cholestatic injury is represented by 
methyltestosterone ** and its recently developed analog, norethandrolone,** 
**8 which is recommended for its protein anabolic effect. These drugs 
produce the same type of centrolobular cholestasis, which may sometimes be 
severe. However, portal inflammation is not found even transiently.”* The 
incidence of cholestasis is below 1% with the doses usually used. 

With all cholestatic drugs, the relation to the dose of the drug is at best 
hazy; single doses of chlorpromazine are-reported to have produced jaun- 
dlice.** *" In the case of methyltestosterone, it is said never to occur if not 
more than 25 mg. per day are given. Little indication can be found that pre- 
existing liver diseases, such as cirrhosis or biliary tract disease, predispose 
to hepatic injury; an exception is the observation of aggravation of jaundice 
in cases of primary biliary cirrhosis who received testosterone analogs for 
relief of pruritus.” 

Hepatic tests in patients on various cholestatic drugs who do not develop 
jaundice have not rendered uniform results.** °°? Furthermore, jaun- 
dice may disappear with continued administration of the drug.°*°* Even 
without jaundice, serum alkaline phosphatase activity may occasionally 
increase, and it has been stated that this subsides with interruption of 
therapy."* The only alteration frequently seen in nonjaundiced patients 
upon administration of cholestatic drugs is Bromsulfalein retention, occur- 
ring after administration of norethandrolone.** © 

Attempts to reproduce the cholestatic lesion in normal animals have 
failed. While chlorpromazine does not seem to aggravate most experi- 
mental hepatic injuries,”® it does accentuate ethionine intoxication in rats.” 
It has also been claimed to be beneficial in other types of experimental 
intoxications.”* 
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The pathogenesis of the cholestatic lesion is indeed difficult to clarify. 
As the old question of intrahepatic cholestasis or “cholangiolitis,’ which 
has challenged the ingenuity of clinicians and pathologists for many years, 
it presents the thorniest problem in the differential diagnosis of jaundice. 
Previous consideration and deductions have led to the hypothesis that the 
basic alteration is that of the membranes of the liver cells forming the bile 
canaliculi.*’ Clinical and functional alterations in intrahepatic bile stasis 
are best understood if a defect of these membranes is postulated. Recent 
electron microscopic investigations confirmed this hypothesis, in that in drug- 
induced intrahepatic cholestasis (which is the most readily available uncom- 
plicated form of this condition), the bile canaliculi are characteristically 
altered. The microvilli of the canalicular lining in intrahepatic cholestasis 
are deformed in a way similar to that in extrahepatic biliary obstruction. 
In the latter condition, these changes are always associated with dilatation of 
the canaliculi, while in intrahepatic cholestasis this is not necessarily the 
case. Eventually, in both conditions, connections between bile canaliculi 
and projections of the intrahepatic tissue spaces develop, and may produce 
an added element of regurgitation. In other types of jaundice, such as the 
noncholestatic type of viral hepatitis, or in Dubin-Johnson disease, the 
microvilli are not altered. It thus appears that intrahepatic cholestasis is a 
primary disorder of the bile canaliculi which leads to the formation of an 
abnormal bile and is followed by an intrahepatic obstructive phenomenon, 
with regurgitation similar to extrahepatic obstruction. This explains the 
similarity in the clinical and laboratory manifestations between extrahepatic 
biliary obstruction and intrahepatic cholestasis. 

The lack of correlation between the portal, frequently periductal and 
periductular inflammatory reaction and the degree of jaundice, at least in 
acute stages, excludes inflammation as a pathogenetic factor in cholestasis.”* 
The eosinophilic character of the portal inflammation and the frequent skin 
manifestations suggest the hypersensitivity nature of the portal reaction. A 
similar infiltration characterizes other hepatic hypersensitivity reactions with- 
out jaundice.” Whether the lesion of intrahepatic cholestasis is hyperergic 
in nature is to date a matter of mere conjecture. 
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TABLE 2 
Drugs Producing Viral Hepatitis-Like Picture 





Generic ‘ame | Trade Name Incidence/Mortality References 
Ipreniasid Marsilid Low/20% 99, 100, 101, 
102, 103, 104 
Cinchophen Atophan Low/50% 24, 25, 28, 29, 106 
Zoxazolamine Flexin Isolated cases 107 
Sulfamethoxypyridazine Kynex | Isolated cases 23 


Py:azinamide PZA \ 3%/10% | 142, 143 


3. Hepatic necrosis with inflammatory reaction: Single cell necrosis with 
single cell regeneration progressing first to zonal and then to massive 
necrosis, throughout associated with conspicuous inflammatory reaction, 
characterizes typical viral hepatitis. Some drugs produce these morphologic 
manifestations as well as most of the clinical and laboratory features of 
viral hepatitis (table 2). At present, the example most frequently seen is 
the hepatic reaction following the administration of the amine oxidase 
inhibitor, iproniazid.®® 10% 101 202, 103,208 Clinically, severe hepatocellular fail- 
ure with BPP TS Taboratory m: manifestations and deep jaundice is observed. 
Intrahepatic cholestasis is sometimes in the foreground, just as it is oc- 
casionally in viral hepatitis."°° The mortality rate has been high, averaging 
about 20% of those afflicted. In contrast, the incidence is very low and has 
been stated to be around 1:4000.” Features not frequently seen in viral 

ns et : ’ 
hepatitis include the usual absence of fever, the very deep jaundice, and a 
deceptive disparity between the severity of the morphologic changes and 
the less impressive clinical manifestations.” *°* No distinct relation to the 
dose of the drug and the duration of its administration could be established. 
“Preéxisting liver disease dOeS_not seem to be a predisposing factor. His- 
tologically, all stages are seen, front single cell necrosis associated with 
acidophilic bodies and accumulation of mononuclear cells replacing necrotic 
liver cells and infiltrating the portal tracts (figure 6), to massive aa 
(“acute yellow atrophy”) with collapse of the framework (figure 7), 
subacute atrophy with beginning nodular regeneration (early radon 
cirrhosis). One sees all of the features usually considered to be char- 
acteristic of viral hepatitis, such as lipofuscin accumulation, proliferation of 
ductules surrounded and infiltrated by mononuclear cells and segmented 
leukocytes, and phlebitis of the hepatic veins." While iproniazid-induced 
hepatic injury has been studied morphologically more thoroughly because of 
the availability of a considerable number of liver biopsy and autopsy speci- 
mens, other drugs undoubtedly produce the same picture. An example is 


cinchophen, according to the available literature; it is no longer widely used _ 


because of its hepatotoxic eftect.* *4, 25,28, 29,106 “The incidence of hepatic in- 
——— 
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jury is low but the mortality rate is about 50%, again without an established 
relationship to the dose given.** ** The pathologic observations recorded, 
although variable, indicate a picture belonging to this group. Two autopsy 
specimens in our own material show acute massive necrotic hepatitis similar 
to that found in fulminant viral hepatitis. 

Another drug with two fatal cases of acute hepatic necrosis recorded is 
zoxazolamine,’” and an opportunity to study the specimens convinced us of 
the similarity of the morphologic manifestations. The same was concluded 
from a recently studied case of death following treatment with pyrazinamide. 

Low incidence associated with high mortality is apparently characteristic 
of this group of drugs. No clear-cut evidence is known to us that the drugs 
listed, particularly iproniazid, produce alterations in the results of hepatic 
tests in nonjaundiced human subjects or in experimental animals. Experi- 
mental production of hepatic lesions in animals exposed to these drugs is 
controversial. It has been claimed for sulfamethoxypyridazine *° and for 
cinchophen,” but the evidence is not convincing. Similarly, iproniazid has 
been stated not to produce lesions in experimental animals, although a 
recent abstract describes regular development of acute yellow atrophy of the 
liver after short-term administration of large doses of an amine oxidase 
inhibitor to dogs.*** This has not been the experience of another group.*” 

The recognition of the causal relation is particularly difficult in this group 
because of the similarity to, viral hepatitis, and only a sufficient_incidence 
will | sugges such a-relation. The pathogenesis of this lesion is indeed 
shrouded in mystery. The inability to produce the lesion in animals would 
raise the possibility of activation of preéxisting virus, for instance, of the 
serum hepatitis type by the drug.****° However, iproniazid does not ag- 
gravate mouse virus hepatitis.* If the experimental production of the 
lesion by various drugs should be confirmed, the conclusion has to be drawn 
that the morphologic picture previously considered to be characteristic for 
viral hepatitis may be produced by drugs of entirely different chemical 
constitutions. Whether this represents a common hyperergic reaction to the 
virus and to various drugs is a matter of conjecture. 

4. Unclassified group: The literature is replete with reports about many 
drugs being associated with a variety of hepatic injuries which do not easily 
fit into a scheme (table 3). Many of the injuries are centrolobular or 
focal necrosis. Some are said to progress to massive necrosis, and then 
possibly they belong in the previously described group.” ****** In some 
instances the cellular reaction and bile duct proliferation appear to be less 
conspicuous.*** The same drugs—for instance, the sulfonamides ***** or 
the anticonvulsants *****"—are reported to produce different lesions, like 
central necrosis, focal necrosis or even granulomas. In many of the reported 
examples, morphologic substantiation is missing.*?” **% *°* 1% 126,127,128 A 
characteristic of this group is the conspicuous involvement of other organs, 
particularly bone marrow changes, skin eruptions, interstitial myocarditis or 
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TABLE 2 
Drugs Producing Viral Hepatitis-Like Picture 








Generic Name | Trade Name Incidence/ Mortality References 
Ipreniazid | Marsilid L ow/20% 99, 100, 101, 
102, 103, 104 
Cinchophen Atophan Low/50% 24, 25, 28, 29, 106 
Zoxazolamine Flexin | Isolated cases 107 
Sulfamethoxypyridazine Kynex Isolated cases | 23 


Py-azinamide PZA ! 3%H/N0% | 142, 143 


3. Hepatic necrosis with inflammatory reaction: Single cell necrosis with 
single cell regeneration progressing first to zonal and then to massive 
necrosis, throughout associated with conspicuous inflammatory reaction, 
characterizes typical viral hepatitis. Some drugs produce these morphologic 
manifestations as well as most of the clinical and laboratory features of 
viral hepatitis (table 2). At present, the example most frequently seen is 


the hepatic reaction following the administration of the amine oxidase 
id. 99, 100, 101, $93, 103, 104 


inhibitor, iproniazi *, 103,104 __ Clinically, severe hepatocellular fail- 
ure with os or its laboratory 1 manifestations and deep jaundice is observed. 
Intrahepatic cholestasis is sometimes in the foreground, just as it is oc- 
casionally in viral hepatitis."°° The mortality rate has been high, averaging 
about 20% of those afflicted. In contrast, the incidence is very low and has 
been stated to be around 1:4000.~ Features not frequently seen in viral 
he 
hepatitis include the usual absence | of fever, the very deep jaundice, and a 
deceptive disparity between the severity of the morphologic changes and 
the less impressive clinical manifestations. *°* No distinct relation to the 
dose of the drug and the duration of its administration could be established. 
“Preéxisting liver disease dOeS_Hot seem to be a predisposing factor. His- 
tologically, all stages are seen, n, from* single cell necrosis associated with 
acidophilic bodies and accumulation of mononuclear cells replacing necrotic 
liver cells and infiltrating the portal tracts (figure 6), to massive srg 
(“acute yellow atrophy’) with collapse of the framework (figure 7), 
subacute atrophy with beginning nodular regeneration (early iia 
cirrhosis). One sees all of the features usually considered to be char- 
acteristic of viral hepatitis, such as lipofuscin accumulation, proliferation of 
ductules surrounded and infiltrated by mononuclear cells and segmented 
leukocytes, and phlebitis of the hepatic veins. While iproniazid-induced 
hepatic injury has been studied morphologically more thoroughly because of 
the availability of a considerable number of liver biopsy and autopsy speci- 
mens, other drugs undoubtedly produce the same picture. An example is 


cinchophen, according to the available literature; it is no longer widely used _ 


because of its hepatotoxic effect. e ay aavoms Saree 
2 


The incidence of hepatic in- 
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jury is low but the mortality rate is about 50%, again without an established 
relationship to the dose given.** ** The pathologic observations recorded, 
although variable, indicate a picture belonging to this group. Two autopsy 
specimens in our own material show acute massive necrotic hepatitis similar 
to that found in fulminant viral hepatitis. 

Another drug with two fatal cases of acute hepatic necrosis recorded is 
zoxazolamine,’” and an opportunity to study the specimens convinced us of 
the similarity of the morphologic manifestations. The same was concluded 
from a recently studied case of death following treatment with pyrazinamide. 

Low incidence associated with high mortality is apparently characteristic 
of this group of drugs. No clear-cut evidence is known to us that the drugs 
listed, particularly iproniazid, produce alterations in the results of hepatic 
tests in nonjaundiced human subjects or in experimental animals. Experi- 
mental production of hepatic lesions in animals exposed to these drugs is 
controversial. It has been claimed for sulfamethoxypyridazine *° and for 
cinchophen,” but the evidence is not convincing. Similarly, iproniazid has 
been stated not to produce lesions in experimental animals, although a 
recent abstract describes regular development of acute yellow atrophy of the 
liver after short-term administration of large doses of an amine oxidase 
inhibitor to dogs.** This has not been the experience of another group.*” 

The recognition of the causal relation is particularly difficult in this group 
because of the similarity to, viral hepatitis, and only a sufficient_incidence 
will suggest such a-relation. ‘The pathogenesis of this lesion is indeed 
Mookel in mystery. The inability to produce the lesion in animals would 
raise the possibility of activation of preéxisting virus, for instance, of the 
serum hepatitis type by the drug.***° However, iproniazid does not ag- 
gravate mouse virus hepatitis..* If the experimental production of the 
lesion by various drugs should be confirmed, the conclusion has to be drawn 
that the morphologic picture previously considered to be characteristic for 
viral hepatitis may be produced by drugs of entirely different chemical 
constitutions. Whether this represents a common hyperergic reaction to the 
virus and to various drugs is a matter of conjecture. 

4. Unclassified group: The literature is replete with reports about many 
drugs being associated with a variety of hepatic injuries which do not easily 
fit into a scheme (table 3). Many of the injuries are centrolobular or 
focal necrosis. Some are said to progress to massive necrosis, and then 
possibly they belong in the previously described group.” ****** In some 
instances the cellular reaction and bile duct proliferation appear to be less 
conspicuous."** The same drugs—for instance, the sulfonamides ** *** or 
the anticonvulsants *****"—are reported to produce different lesions, like 
central necrosis, focal necrosis or even granulomas. In many of the reported 
examples, morphologic substantiation is missing.*** *** **# 12% 126,127,128 A 
characteristic of this group is the conspicuous involvement of other organs, 
particularly bone marrow changes, skin eruptions, interstitial myocarditis or 
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nephritis."*"* *** In some members of the group, the hepatic alteration 
may indeed be secondary to the involvement of the other organs. Changes 
produced by dinitrophenol,’”® gold salt therapy *°*** or drugs used in treat- 
ing cancer *** *** #43 probably are the result of a reproducible toxicity. 
In most other instances, isolated, often even single examples are reported 
suggesting hypersensitivity. Animal experiments, in most instances, have 
not reproduced the lesions, and the cases deserve further attention, partic- 
ularly concerning the incidence of the lesion and for better classification. A 
case in point is a recently observed instance of mild jaundice following 
metahexamide which was associated with centrolobular as well as focal 
necrosis and accumulation of mononuclear cells (figure 7). However, 







TABLE 3 
Unclassified Group of Drugs Associated with Hepatic Injury 


= — a = = —— 








Generic Name Trade Name Incidence References 
Isoniazid Few cases 112, 144, 145, 146, 152 
p-aminosalicylic acid Few cases 70, 71, 147 
p-aminobenzoic acid Isolated cases 113 
Oxophenarsine Mapharsen 1:450 8,9 
Diphenylhydantoin Dilantin Few cases 119, 126 
Phenacemide Phenurone Few cases 118, 120, 121, 148 
Trimethadione Tridione Few cases 117 
Gold salts 1:400 130, 131 
Sulfanilamide Few cases 16, 17, 18 
Sulfadiazine Few cases 19, 20, 21 
Chlortetracycline Aureomycin Few cases 149, 150, 151 
Urethane Few cases 132, 133 
Dinitrophenol Few cases 129 
Probenecid Benemid Isolated cases 115 
Phenylbutazone Butazolidin Isolated cases 127 
n-methy! formamide Isolated cases 134 
6-mercaptopurine Few cases 135 
Promazine Sparine Isolated cases 52 
Phenobarbital Isolated cases 123 
Chlorambucil Leukeran Isolated cases 128 
Diethylstilbestrol Isolated cases 124 
Propylthiouracil Isolated cases 114 
Quinacrine Atabrine Few cases 125 


Metahexamide 1:200 141 









cholestasis was not present, as with chlorpropamide, and electron micro- 
scopically no alteration of the microvilli was noted. Other cases seem to 
suggest that metahexamide jaundice belongs to the previous group. 

The predominantly vascular involvement produced by urethane,’* *** and 
the necrosis following the intake of drugs used in treating cancer or leuke- 
mia,'**:***> should also be listed here. 

5. Hepatic cancer: In recent years, primary hepatic cancer has attracted 
increasing interest, possibly as a reflection of increased incidence in the 
temperate zone. Industrial products and poisons such as pesticides have 
been accused of producing cancer in experimental animals.****** Drugs 
have not been considered carcinogenic so far, with the exception of Thoro- 
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trast, given years ago for radiologic demonstration of liver and spleen.*** 
Since some of the drugs listed in the previous groups may produce post- 
necrotic cirrhosis, and since this is frequently associated with primary hepatic 
carcinoma, this question deserves further attention. 


THE FuTuReE 


The future is bound to bring more rather than less of drug- -induced 
hepatic injury. The crucial question for patient and physician is the risk 
involved. The answer entails the evaluation of the hepatotoxicity of a 
drug and the avoiding or minimizing of an injury with a known hepatotoxic 
agent. The evaluation of the toxicity will be facilitated by (1) careful 
collection of the clinical observations, (2) clarification of the nature of the 
injury, best done by liver biopsy, (3) improvement in communication as to 
the type of injury by standardization of the description and nomenclature of 


Incidence, wns Varo Dése Relation, Animal Experiments and Value of Hepatic Tests 
arious Seong of ‘Drug-lpduced Hepatic tajeries -enaainni 


Metabolic Cholestatic ne Unclassified 


Picture 


Incidence in persons i Very low Very low 
exposed . 


Mortality Very low High Variable 
dependent 

Dose relation + Not clear Not clear ? 

Reproduced in animals + ae ? 0 

Tests indicate imminent + Suggestive Not Not 


danger established established 


hepatic lesions, and (4) thorough animal experimentation in several species, 
including dogs. The problem of hypersensitivity. requires clarification—for 
instance, the reduced tolerance in some persons may be explained by genetic 
variations in enzymatic activity. Moreover, the therapeutic value of de- 
sensitization by administration of smaller doses remains to be established. 
From the available information, the potential risks can be predicted with 
greater certainty in the first three groups than in the unclassified lesions and 
the potentially carcinogenic group (table 4). The metabolic lesion char- 
acterized by fatty metamorphosis and centrolobular necrosis presents a 
simple problem because of its regular occurrence and obvious dose relation- 


ship. The major problems are the two other groups, in which the dose , 


relation is doubtful but the incidence is low and the hepatotoxic effect is 
therefore recognized only if many patients have been treated. The inci- 
dence, in general, seems to be higher with the group of cholestatic drugs. 
However, mortality or permanent injury is rare. In contrast, in the group 
with the virus hepatitis-like picture, the incidence is very low but, if hepatic 


| 
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injury develops, it is very dangerous. Probably less hesitancy is indicated 
in prescribing the cholestatic drugs than those of the hepatitic group. The 
latter should be used because of their inherent therapeutic value only after 
full consideration of the potential danger. Their continued need might 
stimulate the development of derivatives with fewer hepatotoxic side effects. 
The_use of_a potentially dangerous drug is obviously discouraged if_an 
equally effective, nontoxic alternative is_available. 

Avoidance of the injury or its spread depends upon the establishment of 
laboratory criteria for imminent danger. This is apparently simple with the 
metabolic or poisonous group. It is still too early to establish laboratory 
danger signals for the other drugs. It seems justified to suggest periodic 
(possibly weekly) determination of the serum activity of “alkaline phos- 
phatase and transaminase, together with Ritirubin in the blood and urine, 
more 2 - 
and discontinuation of the therapy when abnormal results occur. Such a 
program requires extensive laboratory services, which will be all the more 
justified the greater the known risk of prescribing a drug. 


SUMMARIO IN INTERLINGUA 


Injuria hepatic inducite per drogas es un phenomeno que subleva multe problemas. 
Un de istos es le establimento de un relation causal inter le morbo hepatic e le 
administration de drogas. Le sequente difficultates occurre in le establimento del 
etiologia de injuria hepatic causate per drogas: (a) Le hepate participa in multe 
reactiones systemic de maniera que alterationes laboratorial e histologic es possi- 
bilemente non le effecto del droga sed plus tosto del subjacente morbo pro le qual le 
therapia esseva instituite; (b) hepatitis e ictero pote resultar ab un seral hepatitis 
incidental ; (c) le morbo hepatic es possibilemente independente del pharmacotherapia; 
(d) historias del administration de drogas es frequentemente pauco digne de con- 
fidentia; (e) le resttingite’ lista del typos de reactiones del hepate in le presentia de 
agentes injuriose rende difficile establir le effecto de un droga specific; e (f) le 
criterios del alterationes morphologic’ in morbo hepatic non es standardisate. Plure 
Strategias pote esser usate in establir le etiologia de injurias hepatic causate per 
pharmacos: (a) Le incidentia relative de injurias hepatic es importante, sed in le 
caso de multe drogas illo pote esser basse; (b) il occurre que tests hepatic deveni 
anormal post le administration de doses experimental; (c) le re-administration de un 
droga suspecte reproduce possibilemente le lesion o al minus certe manifestationes 
de injuria hepatic; (d) le tableau histologic es possibilemente de assistentia in 
identificar le lesion, sed frequentemente illo non es characteristic; e (e) le reproduction 
del lesion in animales es un forte prova secundari. 

Iste modos de strategia ha permittite compilar un lista de entitates pathologic le 
qual es hic presentable con attention special prestate a ille entitates que esseva incon- 
trate recentemente: 

1. Zonal alterationes hepatocellular sin reaction inflammatori—con intoxication 
per tetrachloruro de carbon como exemplo typic—es producite peincipalmente per 
drogas que on deberea considerar como venenos que produce alterationes metabolic. 
Altere organos, particularmente le ren, es frequentemente afficite. Le incidentia es 
alte, e le magnitude del injuria depende del dosage. Le alterationes morphologic e 
functional es facile a reproducer in animales. 

2. Cholestasis intrahepatic es producite per un gruppo de drogas sin characte- 
risticas chimico-structural commun. Isto vale pro un basse numero de patientes 





ADMINISTERED PRICES 11315 


exponite a tal drogas. Chlorpromazina es un bon exemplo. Le functiones e le 
structura del cellulas hepatic non es injuriate a grados significative. In le majoritate 
del casos, un transiente inflammation portal es notate. Le mortalitate es basse. Le 
relation con le dosage es vage. Le lesion non pote esser reproducite in animales 
experimental. Illo representa probabilemente un defecto specific in le canaliculos 
biliari del hepate. 

3. Necrose hepatic con reaction inflammatori le qual resimila hepatitis virusal 
ab le puncto de vista histologic es producite in rar patientes exponite a iproniazido, 
cinchophen, e altere drogas. Le mortalitate es alte, e massive necrose es producite. 
Experimentos animal remane ambigue. Le pathogenese non es cognoscite. 

4. Un non-classificabile gruppo include un varietate de drogas con conspicue 
affectiones de organos altere que le hepate. Illos produce differente alterationes 
morphologic. Multes del existente reportos concerne casos individual. Experimentos 
con animales ha remanite sin valor. 

5. Cancere hepatic debe probabilemente esser considerate, sed usque nunc sol- 
mente Thorotrast es implicate. 

Pro evitar iste injurias on deberea haber criterios laboratorial del genere que es 
prestemente disponibile in le prime del supra-listate gruppos. Pro le altere drogas, 
determinationes del phosphatase alcalin e transaminase del sero es proponite insimul 
con mesurationes del bilirubina seral e urinari. Le therapia que es responsabile pro 
le resultatos anormal debe esser interrumpite. 
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Exuisir 347 (also Exuisir 366) 


July 8, 1956 


3B® TO: H\. Jom MoKeen 
From: Domenic G. Tessoni, M.D. 
SUB: Diabinese Studies to Date 


Our study program ».tl Diabinase in patients with diabetes mellitus ie con- 
Approximately .,290 - 1,500 persons have been given this medication 

(GomeaticaLiy either for th control of their diabetes, or as part of test- 

ing programs (this includes normal voluntesrxs and those patients vho vere 


given the medication for blood level studies or for dose-response teste with 
the medication). 
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Diabinese is being used in the treatment of patients vith diabetes mellitus 
in oréer: 


1. to determine the paramters of clinical effectiveness in diabetes | 
mellitus, 


2. te evaluate the incidence of toxicity from this medication in 
these patients, 


35. to determine the optimal doses of this medication. 


my ve there is never complete replacement of insulin in these patients. 
‘These cocasional patients in this category vho are helped generally require 
modatate doses of Diabinsse, and are wore expgeed to those side effects 


type of diabetes has Diabinese been effective in patients where Grinase ws 
primarily ineffective. aeies anda Sus Gabbe. an ae Ge ee, 
aia cdilaeiemane amie are ar eeaenaen an Qn the whole, ve can say 


for the use of tolbutamide. 
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In addition, Dr. Elaine Ralli has three mtients who flocculation tests 


cephalin 
from the negative pre-treatment values to positive values during therapy 
with Diabinese at low dosage levels. 


Among the most striking evidemoes of toxicity associated with Diabinese are three 
instances of exfoliative dermatitis. This complication developed in patients re- 
ceiving between 1.0 - 0.25 gms. of Diabinese after periods of four « five weeks. 
Qne patient who developed a severe dermatitis, just short of becoming exfoliative, 
reosived 1.0 gn. of Diabinese for 55 days prior to this complication; when she 
was oballenged with a 250 mg. daily dese of Diabinese subsegiently, she developed 
@ recurrence of the skin reaction within five days of resuming medication. There 
have been reported several additional cases of severe skin eruptions with edem 
and erythem multiforme in addition to the other akin lesions. 


To date, we have seen one patient vho developed a purpura with a drop in his 
blood platelet count from e novml value ohlorpropami 
(1.0 - 0.5 ems./dmy) for five days; the patient was tremted immdiately vith a 
variety of medications and returned to normal. We bavé seen one instance of a 
mild reversible leukopenia. We have 


i 


| 

a 
i 
E 


tion at a dosage level of 0.25 gm./day. 


The gastrointestinal side effects of nausea, vomiting, and epigastric distress, 
although less frequent at the lower dosage of 0.25 - 0.5 gm./day, are still 
more frequent than generally noted with Orimse. F 
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Mr. John MoKeen -3- July &, 1958 


From our evidences to date, it is unlikely that ow reowesnded dosage levels 
will go below 0.25 - 0.5,gn./day in the great mJority of patients. ‘There 
are still a sufficient number of patients vho require as much as 0.75 = 1.0 
gm./day to control adequitely their di:betes. 


There hive been several instances of severe lypolycemia in putients receiving 
doses us low as 0.25 - 0.5 gm./day. Mo death has occurred from hypoglycemia 
ut these lower dose levels. One patient, hovever, died of intractable hypo- 
diycemia following Diabinese medication. 


Among other complaints still evident at the lover doses are such things as 
headaches, hazy vision, depression, wealmess, and three cases of couinophilia. 


Ov the cide effects noted with Dlabinese movicutiion the jaundice and exe 
-Oliative dermatitis ure particularly outsiandlin, «en one reulizes timt, to 
Gute, Shere hus been no veported instance 0. clither o. these complications 
in patients treate. wich Orinuse. 


This is uw repors onl, of stk 'co An the United States. Slutlar +, pes of ccvere 
Peacticons wope2ee In soies in ta: Invernsvipmil wb. 
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ExHIBItT 350 


Statement of IRWIN H, ARDAM, M.D., Washington, D,°, 


A review of the case unterial mitmitted ty Charles Pfiser Company 
to the FDA was made utilising the volumes Pfiser eulmiteed. ‘The first 469 
eases (Vol III-VI) were taken consseutively. The cases vere classified as 
to their diabetic control (exellent, good, fair, poor) and to various side 
effects of the dvug. ‘The control elessifiestion was obtained from check 
sheets culmitted in the volumes ani the side effects were taken from the 
various investigators clinical progress notes anf laboratory data sulmitted. 
No attempt was made on cur part to evalunte the classifications of the 
investigators, tut these were listed as chjectively as possible as recorded 
in the case reports. Of these 48 cases, 76 eases were not recorded as to 
degree of diabetic eontrol, and these ensss (ani side effects) vere caitted 
from the tabulations. 


The first ani muibsegwat fifth cases of every investigator in the 


remaining volumes (VII-XVII) were reviewed in a similar manner, 
All patiemte who died vitle on the study are listed with comente, 
The following table is a summation of the cases listed as to degree of 
anne and side effects, (See Table I) 
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I. Jaun@ice: 3 cases 

1. Case 13-30 (957, IV) Jeuniice cocurred one day after the drug ws 
@iscontimued because of a skin rash. At a later date, the drug vas restarted. 
So jemiice appeared this time but the recurrence of a ekin rash again caused 
Giscontinuance of the drug. The jmméiice was of the obstructive type (ty lab. 
exam) end subsided over a three-week period. Dosage was 1.0 gs per dey in the 


month preceding jauniice axl 0.5 gn per day in the wek before. 

2 Case 13-45 (1019, IV) Obstructive jaumiiice developed. Dosage vas 
QoS ga to 0.25 ga por dey. The patient wes aubjected to surgery ani a stricture 
of the sphincter of Oddi was found which vas surgically corrected. Fost- 
operatively, chlorpropamide vas discontinued ani at this time the jeuntice 
aibeogmntly retumed to nommal., ‘There vas a question by the investigator as 
to vaether this vas coincidental with stopping the drug, or viether this we 
due to operative correction. 
— 3c Case 13-126 (1319, IV) Jauniice developed anil cleare4 while 
chlorpropemiide therapy was maintained. Clinical impression by the investigator 
was probably infectious hepatitis, Dosage - 1.0 gm per day initially and 
reduced to 0,25 gm per day, 
II. Other Liver Function Testa: 


Thymol turbidity - 11 cases - 3 
Alkaline Phosphatase 1 case - 0.2% 


Of the 11 cases vith elevated thymols, the dosage varied from 1.0 gs 
te 0.1 ga per day. 

1. 4% cases with elevated tgymol had no control stulies. 

2. 1 case - also had an increased aikeline phosphatase. However this 
was the patient vith the stricture of the sphincter of Oddi mentioned above. 
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limite while the drug was maintained. 

&. locase, There was a question by the iuvestigator of anicteric 
hepatitis. The drug was temporarily discontimed ani then resumed at a 
leter date without side effecte, 

Se 4 onses - 1 also hed 4/ cephalin flocculation ani 3 had an elevated 
icteric index, 

Gestro- Intestinal: 

Gastro-intestinal camplaints consisted mainly of nausea, vomiting and ab- 
Gominal distress (abdominal fullness, bloating, cramps) and constituted the 
wulk of side effects vith a total of 53 cases or 12% of the total cases, 
Some patients had more than 1 complaint. The dosages ranged frog 2.0 gm per day 
to 0625 gas per day. 

1, 1 case had an exacerbation of aduodenal ulcer; this patient had 
previously perforated the ulcer while on orcinase therapy, 

2. 7 cases hed disappearance of all symptoms vhile chlorpropamide was 
maintained. 


3. 2 cases had gubsidence of aymptoms at a lower dose (1.5 to 0.4 gn/é ani 
2.0 to 0.5 ga per day). 

4. 2 onsos - The syaptams persisted efter the drug was discontinued. 

Se 2 cases hed similar complaints on previous therapy (1 with orinase ani 
1 with insulin). 

6. 1 case - symptomatology wes questionably (by the investigator) due tos 


viral enteritis, 


Te 1 case hed symptoms for the first 4 days, tut also haf an elevated 
Blood sugar; the dose was increased fram 1.0 to 1.5 ga per day and syuptons 
cleared. 
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8. Ge rennining casce had 10 further elasidation ss to their gastro- 
intestinal complaints. The dcenges venged from 1.5 to 0.25 ga per day. 


1¥. Gentgul. Merwous Sywtems 

29 patients or 7.2% of the csscs hed central nervous ayeten complaints 
exclusive of csrebyal vascular eccidente. These complaints oomsisted of dissi- 
nese, weakness, stexia and headeche. the dosage renged from 3.0 g-w per day 
te 0.2 gus per day, 

le & eases had clearing of eyaptoms on e lower dose (1.0 to 0.255 1.5 te 
Ookg 1.5 to 1.03 1.5 to 0.5). 

2. 1 case of ataxia ocouryed in a patient who reesived 5.0 gus of ehler~ 
propenide per day. ‘This was listed as s drug overdoses by the investigator. 
Bloed suger was 160 ag 4. This patient also suffered fa dissiness, 

3. 1 patient wit: weakness had had sinilar complaints previously on insulin. 

be 1 patient with headaches wae thought by the investigator to be ques- 
tlonably dve to a viral infeetion. 

S. 1 case with disviness hed sysptone ‘for one day only. Vesting ‘blood 
sugar on the day prier to the complaint wes 72 ag %. 

6. 2 case vith wakness hed eyaptons for 2 days vhich then cleared. 
eating blood isugar 130 ng % 

7. The remeining csees hed no further elucidation as to their eymptous. 
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Cerebral Vascular Accidents cogurred in 6 patients vatle on the drug. 
1. Came 13-8 (645, IV) CVA cogupyed $ days prior to starting chloxprope- 


mide and was listed by the investigator as the cause of death, Patient was on 0,5 
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gms per day at time of death, 
arteriosclerosis, Was on 2.0 gus yer Gey of chlorpropamide fren 10/30/57 to 
11/18/57. 1-5 gue om 11/13/57. Bypoglyoemie reaction cocurred. 11/14/57 
Coronary ceclusion - drug discontinued. hour post-pramdial bleed sugar - 
963 mg %) 11/19 CVA ~ Pasting blood sugar 2353 11/26 - Pulmonary infarct 
resulting in death. 

3e Came 13-82 (985, IV) 65-year ol4 female with chronic brain syndrome 
reeeiving 1.0 gus per Gay of chlorpropamide 10/%/57 - Cerebral vascular eocident - 
drug Giscomtinued; ®-hour post cibum blool sugar 278 mg $ on Gay pricr to 
CVA; 10/13/57 - @iseont!aued due to cerebral vascular accident. 

4. Case 13-98 (949, IV) St-year ol4 female with chronic brain disease 
on 0.5 gue per day of chlorpremide - drug discontimed on 2/25/57 (reason 
waknown); Pasting Klcod Sugar 119 mg %. 2/26/57 Cerebrel vascular accident 
occurred am‘ led to death. 

5S. Case 13-32 (967, IV) 76 year old female vith manio-depresaive 
peychosis on 0.85 @ chlorpropamide per day. 6/2/57 Cerebravascular accident} 
end drug discontinued. Fasting blood sugar 2333 Died on 4/6/58 due to CVA. 

6. Case 13-37 (987, TV) Sl-year qld female on 1.0 gue per day of 
chlorpropamide. 12/8/57 - CVA occurred and drug discontinued; no blood sugar at the 
time of the CVA. However all previcus eamples vere noemal to increased on 


' 


seme doseage; 12/29/57 - Died due to heart failure. 





t the 
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Skin yeections cosurred in 21 cases (51). ‘The dosage ranged frum 2.5 to 0.2 
gee per cag 
1. 6 cases Gevelaped rash which subsequently cleared while the drug was 
waintedoed, 
2. 1 ense Geveleped @ vash for several days. ‘The drug wes discontimes, 
then sestarted at a later date. Mo rash recurred. 
3. 13 cnses develaped a rash necessitating discemtimmnce of the druc. 
(a) Of these, there were 2 cnses of exfoliative Gematitis. One of 
these patients (vho also hed petechiae) was elso on Reufixin and 
there wae a qestion by the investigntor as to wvhether Disbtuess 
or Raudixin was the allergenic agent, 
(>) In another one of the 13, chlorpropamide was restarted and the 
rash recurred, 
he 1 case haf generalized pruritus tut no resh. 


VII: Blood Di stexbances : 

There vere 5 cases (1 %) with elmommlities of the hematopoeitic system 
noted. ‘These are as follows: 

1. Case 65 (533, IIT) Unexplained anemia with hemoglobin varying fron 
10.0 to 7.4 grams am red blood cells 2.05 to 9 millien/mm. Dosage of 
chlorpropamide 1.0 to 1.5 gus per day. 

@. Case 13-88 (969, IV) This case already mentioned (/% under cerebral 
vascular accidents), 2m e@@ition to other finfings mentioned, patient aleo hed 
anemia (Hemoglobin - 9.2 ga %). Initial hesogichin seconded as 11.4 ga %. 
Chlorpropemiée 4ose was 0.5 gn per day. 


35621 O—60—pt. 20 22 
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chlorpropeice wae 0.5 to 0.85 gms par Gay. The lowsr dosage was mainteined 
and after 6 weeks a normal differential developed, (Investigator's letter, 
De LSA, T¥)- 
bh. Came @3-1 (1858, VI) Patient developed o loutagenta on 0.5 gus yer 
Gay of chlorywopamide. Walte blood cells tatially 9500/me emf fall to 
9600 to 3600/mm?. 
Se Case M7-35 (M119, VI) Patient Gevelepyed o milé neutropenia cn 
O.5 gue yer Gay. 
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VIII: ‘MieceLLempone : 

lL] miscellenssus side effects (10%) were noted. Under this heating ve 
listed all other side effecta not previously mentioned. Save of the groupings 
auch es the cephmlin flocculation test and the symptom of Giarrhes should 
move properly be classified under liver function tests end gstro-intestinal 
camplainte. However, they are incluind here because they vere at listed as 
fveqently by most of the investigators as were some of tim other yesulte. 

1. Bypoglyoexia - cocurred in 12 cases. ‘The dose of Diahinese ranged 
from 1.5 to 0.25 gas. 

(a) 1 case: Rypoglycamic coms - Blcod Gugar @ mg}. Respunied to 
vigorous therapy. 


(b) 1 case died suddenly from a probable myocardial infarction 


(investigator's impression), The relationship of hypoglycemia 


and myocardial infarct is not clear from the records (Case 27-8; 
2041, VI) 
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chlerpropemtde renged fran 1.0 to 0.1 gus per day. 

(a) % comes vith elevated eepbalin flooqilaticn hai normal tigumals 
and alkaline phosphatases, tn one oe these cases, (hs osph- fleece. 
returned to nogeunl while the drug wae saisteined. 

() use he cuph Coo decreased to cithin comm: mits walle 
‘he drug was waurbained. 

(ce) 2 case had sem question (by the investigntar) of pre-treatment 
liver pathology. 

(4) 2 ease hed a comsenttant rise of the Ugmal along with the 
29ph. flocs «hile on therapy. 

(e) Mo further eluciéetion was made concerning the other cases. 

3. Jgterie Index was ahnomma) in 10 cases. Chlorpropemide dose sunged 
from 1.0 to 0.1 gus por day. 

(a) @ of thease patients died. 

(1) Que patient from congestive heart failure - Autopsy - 


enlarged heart; cholecystitis and cholilithiasis; normal 
livers. 

(2) Deate due to ppeumonie - extopay: Broacho-pasmenia; Liver- 
ema « 


(bd) > cases with initially elevated icteric intices decreased to 
within mommal Limite while the drug was maintained. Of these, 
there were 8 cases with originally nomal thymols, ellmline 
phosphstesse ani bilirubine, ne case hed an elevation of the 
(hgmol while the icterie index Greyped to nouml. 
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&. Diarrhes coourred in 5 eases. The dese mage fren 1.5 to 0.25 gue 

per day. 
(a) 2 ense aymptons persisted after the drug was discontinued. 

5. Paresthesiae cocurred in 2 qness with the drag doce ranging fren 
1.5 to 0.8 gue per Gay. One of the eases had disappearance of synptous at 
the lover dose (0.4). 

6. Stomtisie end pruritis cecurred in 1 case at & dese of 0.5 gu per 
Gay. Symptons cleared when the drug vas discoutinusd. 

7. Durning sensation of the eyes cocurred in 1 case. Drug dose 0.5 to 
0.2 gus per day. ' 

8. Drowsiness cecurred in 1 onso. Drug dose 1.5 gus per day. 


TM. Degths: 

@ patients died while on the study. The following is a brief recum 
of these deaths. The attribution of the cause of death represents the inpressica 
of the imvestignters of the cases end oct personal juigueste on cur part. 

1. GO-year ol4 Male - previous CVA; death attributed to ayosardial 
infaret. Patient off Disbiaese almost 2 sonths prior te demise. Disbetie 
control - excellest. 

2. 69-year old Femnle. - Death attrizuted to pneumonia anf congestive 
heart failare. Diabetie control - fair. 


3. Gl-year olf Femnle - Hypertensive cardiovascular disease vith olf 
hemiplegia; previous bilateral disbetie gangrene end aié-thigh exputetion on 


left. Death attributed to acute pyelonephritis vs. acute appenficitis. 
Diabetie control - poor. 
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». SO-year old Female ~ chronie brain syndrome associated with central 
nervous system syphilis. Desth attributed to artericeclerctic heart disease. 
Fasting blood sugar 179 ag $ om Gay prior to demise. Diabetic control - good. 

5. @6-year old Femle - Previous leg ampatetion due to gangrene. 

Death attributed to Cerebral Vasculer Accident which started 2 days prior to 
starting drug. Question by investigator as to whether hyperglycenia wae dus 
to diabetes or CVA. Diabetic control - poor. 

6. %T-yeer olf Male - Alecholic. Received regular insulin along vith 
Diabinese. Death attributed to diabetes mellitus (elimteal impression). 
Autopay - pulmonary emboli, ehronie interstitial fibrosis of pamerens; liver 
normal. Diabetic coatrol - poor. 

1. Te-year old Female - Schisophrenic. Death attributed to congestive 
heart failure. Autopsy: enlarged heart; cholecystitis - cholelithiasis; 
normal liver; nepherosclerosis, Diabetic control - excellent, ; 

&. GO~-year olf Female - Senility. Death attributed to septicenia vith 
metastatic abecesses in right lung; subesxillary abscess, Diabetic control - 

9. S@-year o]4 Peunle ~ Sudden chest pain. Death attributed to pulmonary 
infarét. Disbetie contrel - good. 

10. Si-yeer olf Female ~ mental deficient. Death attributed to broncho- 
pasenceia. Autopsy: Bronehogeuscnia, liver normal, nephrosclerosis. 
Diebetigsentrol - good. 

Lu. 6-year olf Peanle - cerebral artericeclerosis. Desth attributed to 


cerebral thresbosis. Fasting Blood Sugar 70 om day prier to demise. Diabetic 
eeatrol ~- fair. 
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12. G@-year olf Pemale - Cerebral artericeclercsis. 


11/13/57 - Rypoglycenia 
13/14/57 - Coronary ceclusion - Disbiness diseontinucé 
SSE, -<aleaanecgndeamaacapatie 


13. 

Vasoular Accident; 2-hour post eibun bleed euger, 276 ug $ - on day price te 
CYA. Diabetic control ~ good. 

lb. 55-year ol4 Femle - Carcaie brain eyntreme associated vith 
oerwe rs. hemorrhage. Death attributed to myotartial, infarct ent CVA) 20 hypo- 
glyeenia noted. Diabetic contre) - fair. 

15. Gr-year ol4 Male - Gevebral arteriosclerosis. Death attributed to 
uremia’ drug €iecentiaued & Gays price to demise. Diabetic congrol - good. 

16. 85-year 014 Feunle ~ Cerebral artericeclercsis. Death attributed 
to CWA. Drug discontinued & days price to death. Diabetic control - fair. 

17. Gb-year olf Female - Senility. Death attributed to CWA; no hypo- 
glyeenia. Drug discostinusd? days prior to demise, Diabetic control - fair. 

18. Té-year ald Founle - Mante-depreesive peyehosis, Death attributed 
to CVA; Pasting blood sugar 18% twe Gaye prior to CVA end 233 on day of CVA. 
Diabetie control - good. 

19. Sl-year ol4 Female - 12/8/57 = CUA - Drag Giscontinusd. Ho blood 
ouger at time of CWA. 12/29/57 - Death attributed to heart failure. Disbetie 
contre) - good, 

20. Ti-year olf Peanle - Cerebral artericeclercsis. 

3/12/57 Vesting Bleod Sugar 45 - anorexia - Drug discontinued 

(dose 0.25 gus per day) 
3/15/57 Death attributed to CWA; ao blood sugar recorded at this tim. 
Diabetic eentrel - goed. 
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21. Gh-year olf Pemnle - Hypertensive cardiovascular disease. 
Developed severe hypoglycemia vith coma as consequgmes of chlorpropaaide 
therapy (1.0 gue per day). Hypoglycemia prolonged anf resistant to therapy. 
Comtesse throughout entire bospitalization. Developed broncho-pmeuncaia, to 
wnien death attributed. Disbetie control - not listed. 

22. S9-yeer olf Femnle - Artericeclerctic Heart Disease. Deeth attributed 
to myocardial infaret; no hypoglycenta. Disbetie control - good. 

23. 6-year olf Founle - Death attributed to taxie hepatitis. Patient 
om following drags: 

1. Calerpropamide - 0.5 gue per day; 


@. "Azotraz” (Tetreeyeline, Sulfamethisole, Phenylaso-diamino- 
pyridine). 


Asctrex vas started week pricr to onset of clinical jaundice. It was 
given for an upper respiratory infection. Ho jauniiee was noted by physician 
at time of starting of Asctrax. Disbetie control - act listed. 


2. 55-year olf Pemnle - Obese. Death attributed to myocardial iafaretion 
Apparently alse heé hypoglycemia, but relationship of the two conditions not 
im the record. Diabetic contro] - fair. 
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Table 2 is @ compilation of cases selected by taking the first and 

eubsequent 5th case of every investigator in the remaining Volumes VII-SVII. 

Ae can be noted, the figures of this sample group coincide very closely vith 

the results obtained in the consecutive cases. Therefore, no further breakiom 

ie given acy. 

PYIZER FDA MATERIAL | 
SWOURY ~ GAMPLE OF VOLIMNES VII-KVII 
Table 2 
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the total listing of individual side effects should not be expected to 
figure shown as "Side &ffects - Total Cases”. 
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Table 3 is a tabulation of all cases in Volumes III - X of 
the study who were started on diabinese and subsequently taken 
off the drug. No attempt was made here to ascertain the reason 
for discontinuing the drug, i.e., whether due to side effects, 
poor controi, or poor patient cooperation. 













22 a 7 5 © 

Iv 132 &o 30% 1 8 d uu u 

v 82 16 20% 3 7 3 2 1 

v1 132 26 ag b 8 4 9 3 

vr 6 u Lop 3 1 “ 2 1 

VIII 188 53 36% 18 2 16 2 5 

| m ko 33 2g u 8 9 5 
, x 13% bys 6 nu 6 17 3 





pa) 





From 


The West Virginia 


Medical Journal 


ADMINISTERED PRICES 


Exuisir 352 





December 1958 


Vo. 54, No. 12 


Hypoglycemic Drugs in the Oral Treatment 
Of Diabetes Mellitus*’ 


William M.'Sheppe, M. D. 


i February, 1957 I reported' a clinical and 
laboratory study of 47 patients treated with 
the sulfonylureas, The two drugs discussed at 
' that time were Carbutamide and Tolbutamide. | 
will attempt after two years to bring up to date 
our thoughts and experiences with Tolbutamide 
and discuss further investigation involving a very 
promising new comer in this field, namely Chlor- 
propamide. 


Carbutamide was apparently potentially toxic 
and even evaluation studies were discontinued 
by Eli Lilly and Company with commendable 
consideration of patient safety. 


Tolbutamide (Orinase): This part of our re- 
port covers data accumulated in the study of 
202 cases treated with this drug. The youngest 
‘ patient in the series was 40 years of age and the 
oldest 75. The earliest age of onset was 35 and 
the .atest 69. The average duration of diabetes 
in the group was five years. The majority of the 
patients were treated on an ambulatory basis. 


There was marked variation in types of body 
build. 


Tolbutamide has been withdrawn from 43 
patients for the following reasons: 


(a) Dermatological complications: two cases 
of exfoliative dermatitis, one case being ex- 
tremely severe. 


(b) Improvement with more rigid dietary 


control (voluntary effort on the part of the 
patient). 





*Presented before the West V' Meeti sot 
" jmerions College of Praclctont onl loanliaten: Septal | 


tFrom the Depestme it of Internal Medicine, Wheeli 
Clinic, Wheeling, ‘ Virginia. on — os 


Submitted to aed Pubtieation Committee, September 26, 1958. 


Decemrer 1958, Voi. 54, No. 12 


The Author 


® William M. Sheppe, M . . Soe SS 


ternal Medicine, Wheeling Clinic, Wheeling, W 
Va. 





(c) Hematopoietic complications: 
(1) Leukopenia (unproven) 
(2) Anemia, secondary with methhemo- 
globinuria. 

(d) Gastrointestinal symptoms, usually nausea 
and vomiting and epigastric pain. This compli- 
cation proved to be rather severe and intractable. 

(e) Alcoholism. 

(f) Unexplained loss of weight which alarmed 


the patient to the extent that she did not wish 
to continue with the drug. 


(g) “Orinase too expensive.” 

(h) Primary failure. 

(i) Secondary failure. 

(j) Doubtful eligibility for treatment with 
Orinase. This case was not included under pri- 
mary failure as failure was to be anticipated. 


(k) Deaths: from other causes not apparently 
related to the administration of Orinase. 


(1) Massive cerebral thrombosis at age 
75. 


(2) Acute congestive failure, age 67. 
(3) Coronary occlusion, age 70. 
(4) Coronary occlusion, age 73. 


The Technique of Transfer from Insulin to Orinase 

The transfer from insulin to oral medication 
should not be attempted by any physician who 
does not have free access to a reliable clinical 
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laboratory. | do not think hospitalization is 
necessary in connection with the transfer as 191 
patients in our series were transferred or started 
on Orinase while pursuing their usual oecupa- 
tions. All patients must agree to return for ob- 
servation each week or every two or three weeks. 
depending upon clinical and laboratory develop- 
ments. 


The dosage of oral medication on the first day 
is as follows: 1 Gm. in the morning. 1 Gm. at 
noon and 1 Gm. in the evening. On the second 
day “ Gm. is given after each meal, and on the 
third and all subsequent days, ‘2 Gm. is given 
after breakfast and '2 Gm. after the evening meal 
All tablets are taken with a full glass of water. 


The rate of reduction of the insulin dose usu- 
ally is 6 units per week with sometimes a “no 
change” period at the %s, '2 and 's levels of the 
original dosage. It is best to go slowly. Too 
rapid reduction of insulin dosage means loss 
of time in the end. Sometimes quick reduction 
may be accomplished successfully, but not often. 
Moreover, the level of insulin dosage at which 
an individual may have to be stabilized may be 
over-run, i.e., he may require both hormone 
and drug. Furthermore, my observations sug- 
gest that the full efficacy of oral medication in 
some cases is not attained in less than six weeks 
of administration. This would indicate that a 
very gradual decrease in insulin dosage is called 
for. 

Laboratory Control 


We continue to perform a 2% hour post- 
prandial blood sugar and complete urinalysis in 
the morning, the afternoon or both. Repeated 
blood counts are no longer considered necessary 
in Orinase treated patients. A rather cumber- 
some method has been developed for the deter- 
mination of blood levels but its usage is very 
limited. 

Selection of Cases 


The indications and the criteria for selection 
of cases for sulfonylurea therapy have not ma- 
terally changed in two years and may be listed 
as follows: 

(a) The diabetes must have developed sub- 
sequent to the patient's 35th birthday (mature 
onset). Duration of the diabetes seems less im- 
portant than was at first believed. 

(b) Insulin requirements not exceeding 40 
units. (Exceptions will be noted later). 

(c) An expressed willingness to adhere strictly 
to a prescribed diet. 

(d) Unsatisfactory control on diet alone in 
spite of conscientious efforts by both patient and 
physician. 
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(e) “Unstable diabetics” requiring large doses 
of insulin to prevent acidosis and suffering fre- 
quent hypoglycemic reactions. (Exceptions noted 


in (b).) 


(f) Inability of elderly patients to master the 
technique of insulin administration either from 
confusion or impaired vision, 


In properly selected cases, Orinase may (a) 
provide excellent or good control; (b) exert no hy- 
poglycemic effect whatever (primary failure); or 
(c) provide excellent control for several months 
and then become ineffective (secondary failure ) 
In some cases apparent primary failure is con 
verted into successful control after persistence 
for several months (secondary success). The rea- 
sons for this variability of effect in properly 
selected cases have not been elucidated. 

In our first group of 47 patients excellent or 
good results were obtained in 70 per cent of the 
group. This percentage of excellent or good re- 
sults h&s_now risen to 78 per cent. Our criterion 
of “excellent control” is the maintenance of a 
blood sugar of 150 mgm/100cc 2% hours post- 
prandial (Somogyi-Nelson method ). 


Chlorpropamide: On February 12, 1958 I be- 
gan a clinical evaluation of a drug prepared in 
the Research Department of Charles Pfizer and 
Company. The name assigned to the preparation 
is Chlorpropamide; it was designated as P-607; 
and more recently christened Diabinese. This 
drug is also a sulfonylurea which does not exhibit 
bactericidal action and which produces meas- 
urable blood levels. 


Dosage: The loading or priming dose em- 
ployed with Tolbutamide is not employed with 
this drug. It is well to initiate treatment with 
small doses such as 250-500 mgm. per day. The 
usual maintenance dosage is 250 mgm. a.m. and 
p.m. The drug is excreted very slowly. Blood 
levels easily reach a plateau in 5-7 days of 10-15 
mg. percent on 500 mg, per day. This level 
seems to be clinically effective and should not 
be exceeded. The dosage should be especially 


conservative in elderly patients. 


We have given Chlorpropamide to 60 patients. 
Criteria and indications for starting the drug 
have been the same as enumerated above for 
Orinase. 


Medication has been discontinued in 7 patients 
due to the following reasons: ‘ 


(a) Primary failure. These cases were also 
primary failures on Orinase. 


(b) Nausea and vomiting. 
(c) “Didn't feel well.” 
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it is clear from the above facts that “excellent 
or good” results continuing for two to seven 
months have been achieved in 88 per cent of 
this selected group of patients placed on Chlor- 
propamide. 


As a means of positive control the following 
laboratory studies have been carried out on all 
patients four weeks after Chlorpropamide was 
begun and again after a period of 4 months cn 
the drug: Complete blood count, thymol tur- 
bidity, alkaline phosphatase, serum bilirubin and 
blood urea nitrogen. All of these laboratory 
studies so far have proved to be within normal 
limits indicating the freedom from toxic effects 
on liver, kidneys or bone marrow. 


Clinical Observations 


1. Chlorpropamide exerts its normoglycemic 
or hypoglycemic effect more rapidly than Tol- 
butamide. 


2. For this reason insulin may be reduced and 
ultimately withdrawn more quickly, 


3. Overdosage may produce clinical hypogly- 
cemia (two cases in this series) comparable to 


that produced by insulin. 


4. The incidence of primary failure is very 
low and I have not observed a single incidence 
of secondary failure. 


5. Untoward reactions have been unreported 
except for two patients who vomited when given 
either Orinase or Diabinese. Several other gas- 
trointestinal upsets were definitely due to a too 
generous dosage employed early in the study 
with resulting excessively high blood levels. 


6. ‘Vhe effective dosage is low averaging 50( 
mg. per dav and may be as small as 200 mg. 


7. Due to slow excretion, the drug tends to 
have a cumulative effect thus necessitating a 
cautious dosage beginning at a low level and 
making small additional increments as indicated. 


Mode of Action of Sulfonylureas 
Before considering the mode of action of these 
drugs or even of insulin itself it is well to con- 
sider briefly some of the possible physiological 
defects which may lead to the development of 
clinical diabetes. 


1. Endogenous insulin is formed in the human 
body and composed of many amino acids. There 
may be a lack of certain of the amino acid 
building blocks necessary for the synthesis of 
insulin. 

2. There may be an inability of the Beta cells 
to form insulin; to store insulin (Beta granules); 
or to release insulin into the circulation. 
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3. Insulin may be neutralized or degraded by 
antagonistic enzymes. 

With such a complex theoretical etiology, it 
has obviously been difficult to determine the 
modus operandi of any of the antidiabetic drugs 
and I again include insulin. 


However, from the recent studies of Jacobs 
et al® using tracer doses of radioactive glucose 
it would seem that insulin produces suppression 
of glucose release in the liver. It is now believed 
that the sulfonylureas stimulate the Beta cells 
to release insulin (only in the presence of a func- 
tional pancreas) which in turn acts to suppress 
the rate of glucose release from the liver. 


Summary 


1. We are reporting the results of the treat- 
ment of 266 selected diabetic patients with two 
oral hypoglycemic drugs. Two hundred of these 
patients continue to be satisfactorily controlled 
with the oral preparations, a combined percent- 
age of excellent or good results of 80 per cent. 


2. Complications encountered with each drug 
are enumerated. 


3. Primary and secondary failures in properly 
selected cases remain unexplained. 

4. Tolbutamide has been a Very satisfactory 
drug and all patients who are responding well 
have been and will continue to be treated with 
Orinase. 

5. In view of its faster and more positive 
hypoglycemic effect, the clinically effective blood 
levels attained on small dosage and the almost 
complete absence of unfavorable side effects, we 
arc inclined to predict that Diahinese will even- 
tually prove to be the drug of choice in the sul- 
fonvlurea group. 


Addendum 


A new oral hypoglycemic drug which is also a 
sulfonamide derivative has been given the generic 
name of Metahexamide. This drug has been 
submitted to us for study and evaluation. Lim- 
ited clinical trials have been encouraging. 
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EXHIBIT 353 


a 64 year old female with diabetes of a number of years 

followed by Dr, Greenhouse since October, 1955. 

From Ostebder, 1955 until March 1, 1957 the patient was treated with 
° d@wring this period showed no albuminuria. in 

April, 1957 the patient was started on Orinase for the control of her 
diabetes. Shortly thereafter che developed a ke albuminuria, This 
albwainuwria persisted and was consistent, On January 22, 1958 the 
on chlerprepamide for the control of her diabetes ml- 

The k¢ albuminuria persisted. The patient was initially put on 

1.0 gm. and then the medication was decreased to 0.5 gm. daily. Within 
ome month of being put on chlorpropamide the patient developed severe 
dyspnea, peripheral edema, and went into congestive heart failure. No 
bleed surars were drawm during this tims. Chilerpropamide was disoon- 

timued, Subsequently, the patient was put on Orinase again. The urinary 
findings continued todate. ihe patient has not had a recurrence of her 

congestive heart failure. 


Dr. Greenhouse reported also on patient » chart #3643. 
is « kl year old male who deweloped diabetes about Marchs 1957. On 
16, 1958 he was seen by Dr, “reenhouse. 4 urinalysis at that tine 
shewed no albuminuria, On January 25, 1955 the patient was put on Orinase. 
The patient then develoved a + albuminuria. On ltebruary lst the patient 
was put om chlorpropamide. The albuminuria persisted. After being on 
for about two months, the medication was finally discon- 
timed, Because of the continued anorexia while on chlorpropamide, and 
because the patient became sugar-free in his urine specimens, there was no 
apparent need for further medication. On april 18th the patient still 
showed a markedly positive albuminuria. F 


Tt is the impression of Dr, Harnett Green ouse that in each of theve cases 
albuminuria developed followin; the initiation of Urinase medication, 


Tt is unlikely that chlorpropamide contributed anything to their real 

findings, It is possible that in the case of the first patient, 7 
may have contributed to the onset and development of son- 

gestive heart failure. The mech:niam for this might have been the devele 


Opment of hypoglycemia, In neither case do we have more elaborate renal 
studies other than th- ones mentioned. 
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PXHIBIT 354 (also Exuipit 361) 


August 15, 1958 


TO: Michael Carlozzi, M. D. 
FROM: Domenic G. Iezzoni, M. D. 


SUBJECT: Diabinese Study Program - Summary, August 15, 1958 


This is a summary of the Diabinese Study Program developed by the Clinical 
Research Department, Chas. Pfizer & Co., Inc., and the Medical Department, 
Pfizer International, in cooperation with well-known investigators jin the 
United States and in the International areas. This summary involves an 
analysis of 2,062 reports on patients who were given Diabinese during the 
course of this study program. Of this total number of cases, 1,762 are 
case studies submitted by investigators in the United States and 300 are 
case studies submitted by investigators in the Internationa’ area. At- 
tached you will find a list of the investigators whose cases are being 
summarized in this report, with a record of the total cases submitted by 
each investigator and analyzed here. 


In this summary, references will be made to 4 series of tables which follow 
this written summary. In this summary, we shall attempt to define the ef- 
fectiveness of Diabinese in controlling the symptoms and blood and urine 
sugar abnormalities of the diabetic patient, and to describe the associated 
side effects with this therapy. From these analyses we shall be able to 
Make some statements about the recommended uses of Diabinese in patients 
with diabetes mellitus. 


Table I of the summary represents our “overall experiences with Diabinese 
in this study program. Of the total number of patients, 1,293 patients 
should be considered as part of the maintenance study program and include 
& small group who were taking part in maintenance study programs until 
very recently when their therapy was discontinued for reasons not related 
to the medication. However, because the patient had been treated for a 
sufficiently long period of time to enter into certain evaluations of 
maintenance therapy, the patient was included in this group of patients. 


In this study group, 44 patients were given Diabinese-response tests. In 
some patients the tests may have been done alone, in others after the re- 
sponse test had been done and a satisfactory blood sugar lowering effect 
noted, the patient was put on maintenance therapy. This latter procedure, 
testing followed by maintenance therapy, was done in a number of cases 
treated by Dr. Alexander Marble and Dr. William Hadley(Code 121). 


Seven patients were involved in metabolic studies and were carried on sub- 
sequent maintenance therapy with Diabinese. 


In 209 cases the data in the patient's record was insu{!icient for analysis 
and the data could not be used generally in the analyses. Some charts had 
enough data to be used in certain particular evalunt ions. 
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In 170 cases, Diabinese was discontinued because of untoward effects. 
This srea will be discussed farther on in the summary. 


In 209 cases, Diabinese therapy was discontinued because of ineffective- 
ness Of control of the diabetes mellitus. This area will also be analyzed 
farther on in the summary. In 60 cases, the patients were lost to follow- 
up therapy becduse of failure to keep appointments or movement from the 


Original treatment area, so as to make difficult any careful investiga- 
tional surveillance. 


In 156 cases, Diabinese was discontinued for other reasons. As can be 


appreciated from the foot note, the reasons were not related to medica- 
tion with Diabinese. 


Table II is an analysis of the duration of Diabinese therapy in patients 
with diabetes mellitus. It will immediately be noted that the total fi- 
gures in the columns listed in this table do not agree with those listed 
in Table I. This is, however, due to the fact that the new denominator 
in this instance, "duration of therapy with Diabinese," refers to all 
patients started on Diabinese on whom there is sufficient data to be sus- 
ceptible to analysis. The breakdown of the remaining 140 patients (2,062 
patients minus 1,922 patients) can be seen in Table II (a). Referring back 
to Table II it is immediately apparent that 1,800 cases have been treated 
with Diabinese for a period of less than six months. This represents ap- 
proximately 94% of patients in this total group. Approximately 30.5% of 
the total cases have been studied for a period of less than four weeks. 
In comparing the number of patients who have continued in maintenance 
study (column 2) with the total number of cases treated for the various 
periods (column 1), it should be noted that after the sixteenth week 

very fev’ natients on Diabinese therapy are dropped from the study program. 
Of the 160 patients dropped in this table from therapy for untoward ef- 
fects, 156 were dropped during the first eleven weeks of Diabinese. Of 
those drepped because of ineffectiveness of control, 152 patients out of 
189 were deemed uncontrollable during the first four weeks of therapy. 

In many instances, actually, this ineffectiveness of control was de- 
terminable within the first few days of therapy. 


The next series of tables will demonstrate the areas of effectiveness of 
Diabinese in patients with diabetes mellitus. In Table III we correlated 
the age at the time of treatment with the response to Diabinese in the 
control of the diabetic symptoms and blood and urine sugar abnormalities. 

A total of 1,812 patients are analyzed in this table. It is immediately 
obvious that 1,675 or 93% of the patients studied in this table were 41 
years of age or over; 94% of the patients showing an excellent response 
were in this group of patients of 41 years of age or over at the time of 
treatment with Diabinese. Only 227 of the 1,675 patients over 41 years of 
age at the time of treatment with Diabinese failed to respond and were con- 
sidered poor controls. This is a percentage of failures of 13.6% which is 
an excellent record for this type of compound. Another analysis shows that 
1,186 of the 1,675 patients over 41 years of age showed an excellent con- 
trol with Diabinese. This is a percentage of excellent control of 71%. 
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Table IV is a correlation of the duration of diabetes in each patient 

with response of his disease to Diabinese medication. It should be noted 
from this table that of the 1,395 cases analyzed with diabetes of less than 
10 years' duration, only 13.4% had poor control with Diabinese. Of the 394 
patients analyzed who had diabetes of 11 or more years’ duration, 23% re- 
sponded poorly. The fact that the remainder of the patients in these latter 
age groups showed either excellent or fair control with Diabinese, represents 
satisfactory effectiveness of Diabinese. 


In Table V a correlation is developed of the duration of diabetes with the 
response to Dia.'1ese, shere the age at onset of diabetes was 1 to 20 
years. This age onset group is made up of those patients with juvenile 
diabetes. It can be noted that, as expected, 7 of the 10 patients ana- 
lyzed in this table showed poor control with Diabinese. The 3 patients 
who did show excellent control with Diabinese are juvenile diabetic pa- 
tients in whom their disease was recently diagnosed. As may be expected, 
this type of diabetes, when it is of recent origin, may be controlled by 
this type of medication. 


Table VI is a correlation of the duration of diabetes with response to 
Diabinese where the age at onset was 21 to 40 years. It is interesting 
in this table to see that in those patients where the diabetes is of more 


than five years' duration, the percentage of poor responders to Diabinese 
increases sharply. 


Table VII is a correlation of the duration of diabetes with response to 


Diabinese wkere the age at onset is 40 to 55 years. A sharply greater 
number of patients responded to this medication in this age group than 

in the two preceding age groups. It also is noted that in those patients 
who had diabetes of more than ten years’ duration, the incidence of poor 
control (32%) begins to approach the figure (13.6%) for the overall group 
of patients analyzed in the first table*of this series. 


Table VIII analyzes the duration of diabetes in response to Diabinese where 
the age at onset was more than 55 years. From the figures in this table, 
it can be determined that 72% of these patients showed excellent control 
of their diabetes with Diabinese. A total of 87% showed excellent or 

fair control with Diabinese. This leaves a remaining percentage of 13% 


for those patients showing only poor control with Diabinese in this age 
group. 


The following two tables will evaluate Diabinese with previous therapy 
for diabetes in the reported patients. In Table IX a correlation of 
prior insulin dose with the response to Diabinese is evident. It should 
be noted that until one reaches a prior insulin requirement of over 50 
units, more than half the patients in each category still responded ex- 
cellently with Diabinese. In that group of patients whose previous re- 
quirements of insulin were over 31 units, the percentage of patients who 
showed poor control with Diabinese averaged between 29 to 38%. It can be 
seen that in those patients whose insulin requirements were under 40 units 
a day prior to initiating therapy with Diabinese, the percentage of pa- 
tients who showed effective control with Diabinese was 54% to 80%. Those 
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patients who required less than 30 units of sugar per day prior to 
starting treatment with Diabinese had excellent or fair control of their 
disease in 85 to 96% of the cases. From this table it is seen that 14 
of 37 patients requiring more than 80 units of ineulin a day showed 


poor control; however, 15 of these 37 patients showed excellent control 
with Diabinese. 


Table X is a correlation of the response to Diabinese with failure of 
response to tolbutamide. Patients who were diagnosed as showing primary 
or secondary tolbutamide failure of tolbutamide treatment of their di- 
abetes were given Diabinese. Patients with these diagnoses were studied 
particularly thoroughly by Dr. Garfield Duncan and his group (Code 29), 
and by Dr. Samuel Sugar (Code 97), with Diabinese, 62% of those patients 
having a primary therapeutic failure of response to tolbutamide showed 
an excellent or fair response to Diabinese. Of those patients diagnosed 
as secondary tolbutamide therapeutic failures, 86% showed an excellent 
or fair response when treated with Diabinese. 


In Table XI we analyzed patients with a previous history of diabetic 
acidosis who were treated with Diabinese. It is interesting that 55 of 


the 141 total cases having this history responded with excellent control 
to Diabinese. 


Tables XII and XIII will present data on Diabinese dosage. In Table XII 
we present the doses of Diabinese used in initial control of the diabetic 
patients. Approximately 45% of the patients given Diabinese initially were 
given doses of 0.50 grams or less. In this dosage range, 0.50 grams was 
the most commonly used dose, being used in 31% of the total cases re~ 
ceiving Diabinese for initial control. The initial Diabinese dose was 

1.0 grams in 37% of the patients started on this medication; 13% of the 
patients were given more than 1.0 grams of Diabinese to initiate therapy. 
Although in most of these “patients 1.5 grams was given daily, some pa- 
tients received as much as 2.0 and 3.0 grams of Diabinese per day. During 
the Diabinese Study Program, some investigators (Code 4; Code 70) used 
deliberately large doses to carry out specific investigations. In some 
other instances, large doses were used initially at the beginning of the 


study program in order to compare this medication with tolbutamide in 
equal doses. 


In Table XIII we attempt to correlate the present daily maintenance dose 
of Diabinese in diabetic patients presently on maintenance therapy. Al- 
though the number of patients listed as participating in maintenance 
studies in Table I is 1,293, this table lists only a total of 1,215 pa- 
tients on maintenance therapy. This discrepancy is explained by the 
fact that in a certain number, that is, 80 patients, no clear definition 
of the present maintenance Dinbinese dose was made. It can quickly be 
seen that 87% of the patients showing an excellent response and control 
with Diabinese received 0.50 grams per day or less. In other words, in 
only 7% of the patients showing an excelent response, was more than 
0.50 grams required to maintain an exccllent control of the diabetes. 

It can be seen from the table that a total of 80% of the patients are 
taking 0.50 grams per day or less. Only 3% of the patients are receiving 
more than 1.0 gram per day. I believe that one can see from this table 


35621 O—60—pt. 20-23 
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in view of the fact that so few patients show a poor response in doses 
under 0.50 grams per day, that those patients who are going to respond 
the best to this medication will respond with that dose or less. The 
attempt to improve the degree of control by increasing the dose above 
this level had only dimiusshing returns. 


The remainder of the tables will describe our analysis of the records 


for the occurrence of “side effects" to Diabinese therapy for diabetes 
mellitus. 


In Table XIV we correlate the daily dose of Diabinese at the time of 
appearance of side effects with the occurrence of side effects with this 
medication. Firstly, one can see from this table that a total of 513 pa- 
tients developed 636 side effects from Diabinese medication. The side 
effects included are skin reactions, gastrointestinal reactions, neuro- 
psychiatric complaints and hypoglycemia. Although hypoglycemia is pre- 
sented as a side effect, it should be considered as possibly an exaggeration 
of the normal action of the drug which is controlling the patient's diabetes 
mellitus. Liver abnormalities including jaundice, abnormal liver function 
tests, liver enlargement and blood reactions including anemia, leukopenia, 
thrombocytopenia, eosinophilia and lymphocytosis are included in this analy- 
sis. It must be emphasized that of this total number of patients who de- 
veloped the side effects, 216 patients, or 42%, were receiving 1.0 gram or 
more than 1.0 gram of Diabinese per day. It is seen also that 45% of the 
total number of side effects developed in patients in these dcsage groups. 
Referring back to Table XIII, which tables the present, maintenance Diabinese 
dose in patients presently on maintenance therapy, it will be noted that 
only 12% of that group of patients was on 1.0 gram or more of Diabinese 

per day. An obvious explanation is that large "initiating doses" of 
Diabinese at the onset of therapy caused some patients to drop from the 
Study Program because of side effects. 


Table XIV also shows that 53% of the total number of side effects were in 
the gastrointestinal/neuropsychiatric groups. Sixty per cent of the gastro- 
intestinal and 51% of the neuropsychiatric complaints occurred in the group 
of patients taking 1.0 gram or more per day of Diabinese. This dose group, 
it should be recalled, makes up 42% of the total patients with reactions. 


A list of the main side effects for which Diabinese therapy was discontinued 
is presented in Table XV. In 170 cases (of the previously mentioned 513 pa- 
tients) the side effects were o. sufficient enough severity to warrant dis- 
continuing Diabinese therapy. This represents 33% of the total patients with 
side effects. In other words, in 2/3 of the patients showing any side ef- 
fects, the reactions were of such minor degree that the patients were con- 
tinued on therapy with subsequent disappearance of the symptoms or a return 
to normal of any abnormal blood tests. It should be noted also that 91 of 
the 513 patients who showed side effects had hypoglycemia (alone or with some 
other complaints) of varying degrees of severity. In 12 instances, the 
hypoglycemia lead to discontinuing the Diabinese therapy. However, in the 
other 78 patients, the hypoglycemia cleared when the medication was de- 
creased in dosage. Following the set of tables, there is a last by code 
numbers of these patients and an attached analysis of certain of the perti- 
nent points in some of these patients. 
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In reviewing Table XVI it should be noted that of the total number of 
patients requiring discontinuation of Diabinese therapy because of un- 
toward effects, 1.5 or 67% of these patients were given an initiating 
dose of Diabinese in excess of 0.50 grams per day. In only 55 patients, 
or 33% who were given an initial dose of 0.50 grams of Diabincse or less 
{or control of therapy, was there the development of untoward effects, 
necessitating discontinuation of therapy. This would mean that whereas 
the percentage incidence of untoward efferts sufficient enough to dis- 
continue therapy was approximately 9% ‘17] of 1,922 patients) at all 
doses, after correcting this figure for side effects occurring in dosages 
over 0.50 grams per day (56 cases), the percentage incidence at recom- 
mended doses would now be approximately 3%. 


Table XVII is a summary of the number of patients with certain abnormal 
liver function tests. In three tests reviewed in this table are the al- 
kaline phosphatase, thmol turbidity and cephalin flocculation tests. 
Liver function tests were analyzed only in those patients where these 
tests have been done not only before therapy with Diabinese but while on 
or after therapy with this medication. Some investigators preferred to 
do other tests of liver function in preference to these mentioned. They 
included BSP retention tests; icteric index tests and serum bilirubin. 
Those cases which developed jaundice are included in the group of patients 
in whom Diabinese therapy was discontinued because of untoward effects. 
These patients will be discussed together with that group of patients. 


In reviewing the records of one investigator, Dr. Garfield Duncan (Code 
29), there are instances where the alkaline phosphatase was somewhat 

high at the beginning of therapy’with normal levels subsequent to Di- 
abinese therapy. There are other instances where the elkaline phos- 
phatase was mildly elevated at the beginning of the study and remained 

so during the Diabinese therapy. There is one patient (Code 29-3) who 
developed an increase in his serum alkaline phosphatase within two months 
of the initiation of Diabinese therapy but who was continued on Diabinese 
with a subsequent reversal to normal of his alkaline phosphatase while 
continuing on Diabinese. 


Attached to this summary you will also find an article by Carroll M. Leevy, 
M. D., The Liver in Diabetes Mellitus, reprinted from the April, 1958 

issue of the Journal of the Medical Society of New Jersey. In this article 
he stresses the high incidence of abnormalities of liver function tests 
among unselected diabetic patients in the Jersey City Medical Center. You 
will find a second paper by Carroll M. Leevy, M. D., Effects of Prednisone 
on Glucose Tolerance in Liver Disease, Journal of Clinical Investigation, 
1957, in which he reports a 384 incidence of hepatic disfunction in un- 
selected diabetic patients. These data should enter into the causation 

of any abnormalities of liver function tests. 


Table XVIII summarizes the results of abnormalities of hematological tests 
and urinalyses in patients receiving Diabinese. In those instances where 
the tests showed severe abnormalities in either of these cwo areas, vi- 
abinese therapy was discontinued in those patients. Those patients are 
included in that group of patients discontinued for untoward effects from 
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Diabinese. They will be reviewed with that group. In most of the in- 
stances, however, the leukopenias were of minor degree and the white 
blood count reverted to normal while the patient continued on Diabinese 
therapy. There have been no serious consequences in these areas from 
Diabinese medication. 


The Diabinese Study Program, therefore, has given us information about 
the effectiveness of control of diabetes mellitus with Diabinese, in- 
formation about the dosage schedule and information about what side 
effects to expect from chronic therapy with Diabinese in these patients. 


wan OA Loge, THB, 
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Table I 


Experience with Diabinese 






No. of Patients 





Maintenance studies* 


Response tests 


Metabolic studies” | 7 
Insufficient data’ | 209 
| 

Discontinued because of untoward effects” | il 

Discontinued for ineffectiveness of control 209 
Discontinued, lost to follow-up 60 
Discontinued for other reasons® 156 
Total Patients Studied and Reported 2062 





= es 


1- patients continued on Diabinese therapy for continuing study 


2- may inchde normal or diabetic subjects 
3- may include normal or diabetic subjects 
4- incomplete records, therapy period too brief for analysis 


5 dermatological, gastro-intestinal, hepatic, hypoglycemic, neuro-psychiatric 
complaints, hematological, cardio-vascular, death 


6- lack of cooperation, ultimate control without oral medication, reaction not 
related to medication, stre:s situation, request of patient, death not related 
to medication, other therapeutic trials 
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Duration of Diabinese Therapy in Patients with Diabetes Mellitus 


(2) 


Duration of therapy Maintenance | Lost to 
with Diabinese Study Follow-up 


See Table II(a) 
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TABLE II (a) 
Tabulation of Patients 


Total patients started on maintenance therapy (with sufficient data): 


Patients with insufficient data and no notation about maintenance 
therapy: 


Patients with untoward effects and no notation about maintenance 
therapy: 


Patients with a poor response to Diabinese but have insufficient data 
about maintenance therapy: 


Patients lost to follow-up and have insufficient data regarding main- 
tenance therapy: 


Patients whose Diabinese therapy was discontinued for other reasons and 
have insufficient data regarding maintenance therapy: 


Patients who had a response test only with Diabinese: 


Patients who were put on maintenance therapy but with insufficient 
date in this area: 


TOTAL 
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Table IIL 


Correlation of age eat Time of Treatment with Response tc Diahiasse 


Age at time 


of treatment oacellent rou. 


(years) contro! Control? 


Excellent control complete cont:rol of the hyperglycemia and glycosuria as a result 

of treatment. 

less thav. satisfactory control of the hyperglycemia and/or glycosuria 
but with some benefit to justify continvance of therapy. 

no control of the hyperglycemia and/or glycosuria as a result of 
therapy. 


Percentages in this column are calculated from the number of cages in each group/total 
cases in that colwm, 


Fair control 


Poor control 


Percentages in thie colum are calculated from the number of cases in each group/total 
cages in that colum, 
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August 15, 1958 
Table XV 


Disgnoses for which Diabinese Therapy was Discontinued 


Untoward Effects 


Dermatological 
Gastrointestinal 
Hepatic 
Hypoglycemia 
Neuro-Psychiatric 
Death (P°607) ** 
Hematological 
Cardio-Vascular 


Renal 


* » Four patients had abnormal liver function tests only 


** = T 9 patients who died had severe hypoglycemia 
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DIARINESE STUDY PROGRAM 
August 15, 1958 


Table XVI 


Doses of Diabinese Used in Initiating Therapy in Patients Who Subsequently 
Required Cessation of Medication Because of Untoward Effects 


Initial Diabinese Doses Number of Patient 
(Gms .)* 
Less than 0.25 (0.2) 
0.25 = 0.49 
0.50 
0.51 - 0.99 (0.75) 
1.0 


More than 1,0 (1.5) 


* - Underlined figures or figures in parentheses indicate the 
most conmonly used dose in that range 
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EXHIBIT 355 


DIABINESE 


Comparison of Ineidence of Side Effects 


Total cases 
Side effects 


Skin 


* Inoluded in Miscellaneous. 


1/ August 15, 19585 Table 2A ~ Cases with sufficient data. 
2/ Vols. IlI-VI. 
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EXHIBIT 356 


DEPARTMENT OF 
HEALTH, EDUCATION, AND WELFARE 
FOOD AND DRUG ADMINISTRATION 
WASHINGTON 25.0.C 


March 18, 1960 


Hon. Estes Kefauver 
Chairman, Subcommittee on 
Antitrust and Monopoly 
United States Senate 
Washington 25, D. C. 


Dear Senator Kefauver: 


The following material is enclosed in further reply to your 
letter of February 3, 1960, requesting information in connection 
with your investigation into the pricing of drugs. Previous par- 
tial replies to your letter were made on February 25 and March 11, 
1960, 


A. In partial reply to Item No. 2 of your letter, 
there are enclosed chronologies relating to the 
New Drug Applications and Food and Drug Adminis- 
tration's actions with respect to Diabinese and 
Marsilid. The statement on Marsilid also includes 
the information on this product requested in Item 
No. 8 of your letter. 


In partial reply to Item No. 8 of your letter, 
there are enclosed statements on: 


Dexame thasone 
Diabinese 
Meprobemate 


With respect to Dexamethasone, three firms have 
filed New Drug Applications for this product. We 
have confined our reply, however, to Decadron, of 
Sharp and Dohme Division of Merck & Company, Inc., 
which represents the first New Drug Application 
for this product received by the Food and Drug 
Administration. 


We are continuing to compile the remaining information requested, 
which we are confident we will be able to furnish within about « week. 


Sincerely yours, 


Geo. P. Larrick 
Commissioner of Food and Drugs 


Bh ceures ee 

Diebinese Chronology DA 
and FDA actions 

Marsilid Chronology MA 
and FDA actions 

Dexamethasone NDA Stat 

Diabinese MA Stat 

Meprobamate MDA Stat 
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DIABINESE 





A chronology relating to the New Drug Application for 
Diabinese and the FDA actions with respect to this product is 
given below: 


1. New drug application submitted by Charles Pfizer 
and Company, Inc. on August 22, 1958. 


2. The original brochure for "Diabinese" submitted with 
the application described the main indication for use 
ox the drug as uncomplicated diabetes mellitus of the 
stable, mild, or moderately severe non-ketotic, matur- 
ity - onset or adult type. It stated that a certain 
group of patients with diabetes mellitus of the adult 
type with "brittle" control may be helped to develop 
“emooth" control with decreased insulin requirements 
when given Diabinese. It further stated that a trial 
period on Diabinese may be indicated in certain pa- 
tients who ordinarily might be expected to respond to 
this sort of control but who had failed to do so in 
initial trials on tolbutamide, or who after a period 
of control on tolbutamide began to show a poorer response 
with passage of time (Tolbutamide is Upjohn's Orinase). 


Contraindications were listed as 


(a) Juvenile or growth - onset type of diabetes 
mellitus. 


(b) Unstable or Severely "brittle" type of diabetes 
mellitus. 7 











(c) Adult or maturity - onset type of diabetes 
mellitus complicated by ketosis, acidosis, 
diabetic coma, fever, severe trauma, gangrene, 
Reynaud's disease, or serious impairment of 


renal or thyroid function. 


(d) Severe hepatic dysfunction. 







The brochure under the heading "caution" brought out that 
Diabinese is not an oral form of insulin nor a substitute for in- 
sulin. It advised that during the initial control period with this 
drug the patient should be carefully followed by his physician 

and be seen at least once weekly during the first month of control. 
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A supplementary application was filed by Charles 
Pfizer and Company, Inc. on October 21, 1958 which 
provided for changes in the package insert. These 
changes emphasized that Diabinese is not an oral 
insulin and has no blood sugar lowering effect in 
the absence of pancreatic beta cells. s 


FDA permitted the original application to become 
effective on October 28, 1958. 


FDA permitted the supplementary application to become 
effective on December 3, 1958. 


Because of the importance of the drug, FDA reached 

an understanding with Charles Pfizer and Company, Inc. 
that prior to marketing the drug, the firm would mail 
a copy of the package brochure with a covering letter 
to all physicians in the country. FDA deemed this 
necessary in order to inform physicians fully and 
accurately of the conditions under which the drug 
could be safely used. It was understood that the 
covering letter would be submitted to FDA for review 
and clearance prior to issuance. 


The firm failed to preclear the cover letter but sent 
FDA a copy only after mailing to physicians generally. 
The package insert brochure included in the mailing 
was satisfactory but the covering letter contained mis- 
leading comparisons of Diabinese with “other oral 
hypoglycemic agents." 


FDA strongly rebuked the applicant by telephone, 
personal interview, and letter and warned against any 
further distribution of misleading promotional litera- 
ture for the drug. 


' On August 26, 1959 a supplemental application was sub- 
mitted which provided for a change in labeling, namely 

@ recommendation to use lower dosage schedules and 

this was based on added clinical experience with the dru 
The application was supported by clinical studies sub- 
stantiating the lower dosage schedule. / 


FDA permitted the supplementary application to become 
effective on September 24, 1959. 


FDA has not instituted any legal actions against this 
product. 
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DIABINESE (Chlorpropamide) 
An Oral Hypoglycemic Agent for Control of 
Certain Cases of Diabetes Mellitus 
Applicant - Charles Pfizer and Company, Inc. 
Date of Original Application - August 22, 1958 
Date NDA Became Effective - October 28, 1958 


Nature of Material Supporting New Drug Application 


A. Pharmacological and Toxicological Studies 


(a) Scope - Animal studies included the following: 


1. Acute oral and intravenow toxicity studies 
in dogs, rats and’ mice, 


2. Chronic toxicity in rats for 83 weeks, 
chronic studies in dogs in two studies; 
one for 6 months and one for 20 months, 


Studies of chronic toxicity in monkeys in 
progress for 9 weeks at the time of sub- 
mission of NDA. 


Miscellaneous laboratory pharmacological 
studies on the hypoglycemic effect of the 
drug, including hypoglycemic effect in mon- 
keys and comperison with tolbutamide; effect 
on liver and muscle glycogen in rats; aver- 
age canine radioactive chlorpropamide IV 
serum and urine values; insulin and glucose 
tolerance test in dogs after one year daily 
treatment with chlorpropamide; hypoglycemic 
effect of a single dose in rats; effect of 
chlorpropamide on electrocardiogran. 


Various pharmacological and laboratory studies 
to determine the mechanism of the action of 

the drug, including effects of administration of 
chlorpropamide upon carbohydrate metabolism 

of isolated tissues in rats; in vivo effect of 
the drug on liver enzymes in rats; effects of 
chlorpropamide in vitro compared with those of 
other hypoglycemic agents. 





Cc. 


(b) 


Clinical Studies 


(a) 


(b) 


Extent and Nature of Laboratory Testing by FDA 


None 
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Where Conducted - In laboratories of Charles 
Pfizer and Company, Inc. and various outside 
laboratories, including those of University of 
Toronto; VA Hospital, Brooklyn, N. Y.; Chicago 
Medical School, Chicago; Baker Clinic Research 
Labs., of New England. 


Scope - Eighty-nine different investigators per- 
formed the clinical studies reported in the NDA. 
Two thousand and sixty-two fully reported cases 
were included in the studies. 


The duration of tré&atment of patients varied 
from four weeks to fifty-one weeks. 


Where Conducted - Twelve of the eighty-nine in- 
vestigators were associated with specific medical 
institutions; for the remaining 77 investigators, 
medical institutions were not listed. The insti- 
tutions of the 12 who were affiliated with medical 
treatment centers are as follows: 


Duval Medical Center, Jacksonville, Florida 

Boston City Hospital 

Medical Center Clinic of Pensacola, Fla. 

Milledgeville State Hospital, Milledgeville, Ga. 

Hahneman Medical College and Hospital, Phil., Pa. 

University of Virginia Medical School 

Mayo Clinic 

St. Vincent's Hospital, New York, New York 

Highland Alameda County Hospital, Oakland, Calif. 

Nutrition Clinic, Hillman Hospital, Birmingham , Ala. 

University of Oklahoma School of Medicine, 
Oklahoma City, Oklahoma 

Joslin Clinic, Boston, Massachusetts 





ADMINISTERED PRICES 


EXHIBIT 357 


DEPARTMENT OF 
HEALTH, EDUCATION, AND WELFARE 
FOOD AND DRUG ADMINISTRATION 


WASHINGTON 25. D.C. 
December 3, 1958 


Mr. Allan J. Greene 
Administrative Vice President 
Chas. Pfizer & Co., Inc. 

11 Bartlett Street 

Brooklyn 6, New York 


Dear Mr. Greene: 


Thank you for your letter of November 21, 1958 
and the copy of Dr. Gittinger's letter and the enclosures 
which accompanied it. I am happy, indeed, that you are 
taking the necessary steps to assure that the physician 
population obtains a complete understanding of the 
nature of Diabinese. I am also glad that you are making 
efforts to avoid any misinterpretation of the facts by 


physicians. 


We, in the Food and Drug Administration, have 
enjoyed the good working relationships we have had with 
members of your firm and I am confident that they will 
continue in the future. I know that it is our joint 
concern to provide physicians with the full facts 
presented in an objective manner and I am greatly 


appreciative of your firm's attitude as expressed in 
your letter. 


Sincerely yours, 


bert H. Holland, Jr., 
Medical Director 
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ExuHrsit 358 


DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE, 
Foop AND DruG ADMINISTRATION, 
Washington, D.C., April 19, 1960. 
Hon. Estes KEFAUVER, 
Chairman, Subcommittee on Antitrust and Monopoly, Committee on the Judi- 
ciary, U.S. Senate, Washington, D.C. 


DeAR SENATOR KEFAvver: This is in reply to your letter of April 1, requesting 
copies of a letter received by FDA on or about October 28, 1958, which pur- 
ported to be advance notice of the cover letter to be used by Pfizer Laboratories 
for the promotion of the product Diabinese, and a letter received by a physician 
on FDA’s staff which contained false and misleading comparisons of Diabinese 
with other oral diabetic drugs. 

You also request a memorandum of the telephonic communication held with the 
officials of Pfizer on this matter and the letter of FDA rebuking the company 
for failure to live up to its agreement and warning against any further dis- 
tribution of the misleading promotional literature. 

Enclosed is a copy of Pfizer Laboratories’ letter addressed to Dr. Albert 
H. Holland, Jr., Director, Division of Medicine, dated October 28, 1958, and 
its enclosure addressed to “Dear Doctor,” dated October 27, 1958. Also en- 
closed is a copy of Dr. Holland’s letter to Pfiser Laboratories dated November 
12, 1958. 

No memorandum of the telephone conversation was prepared by Dr. Holland. 
Our reference to the telephone conversation in our statement on Diabinese was 
based upon the clear recollection of what Dr, Holland said by a member of our 
Bureau of Medicine who was present when Dr. Holland telephoned the Pfizer 
Laboratories. The substance of the telephone conversation was similar to that 
of the enclosed letter of November 12. 

We have previously furnished Mr. B. B. Howard, of your committee staff, 
a copy of the actual letter received by a physician on the FDA staff which 


contained false and misleading comparisons of Diabinese with other oral diabetic 
drugs. 


We hope the enclosures meet your needs. If we can be of any further as- 
sistance, please let us know. 
Sincerely yours, 


JoHN L. H4Rvey, 
Deputy Commissioner. 


PFIZER LABORATORIES, 
Brooklyn, N.Y., October 28, 1958. 
Dr. AtBert H. HOLLAND, Jr., 
Director, Division of Medicine, Food and Drug Administration, Department of 
Health, Education, and Welfare, Washington, D.C. 


Dear Dr. HoLttanp: At Mr. A. J. Greene’s suggestion, I am forwarding to you 
a copy of the Diabinese announcement letter which will be sent this week to 
American physicians. Accompanying this letter will be an 8% by 11 four-page 
package insert as well as some abstracts of the recent Diabinese conference 
held on September 25-27. 

As you will see, the letter on two occasions refers the physician to the package 
insert before instituting Diabinese therapy and carefully points out that Diabi- 
nese should in no way be construed as an insulin substitute. Subsequent letters 
mailed to physicians, at least one more of which will be accompanied by a second 
package insert, will also stress the importance of individualizing Diabinese 
therapy for each patient and only after carefully understanding the limitations 
and properties of the compound. 

I hope that this advance information gives you an idea of the approach we 
wish to use in introducing this new drug and should you have any additional 
questions, please feel free to contact me. 

Sincerely, 


J.J. VAN GAssE, M.D. 
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PFIZER LABORATORIES, 
Brooklyn, N.Y., October 27, 1958. 

Dear Docror: During the past 6 months we have contacted you on several 
occasions with information on a major advance in oral hypoglycemic therapy. 
You may recall that a new compound developed by Pfizer (chlorpropamide) 
was reported to be effective in reducing blood sugars in a substantial num- 
ber of diabetics. This product, Diabinese, was recently the subject of a 3-day 
conference at the New York Academy of Sciences, at which time 65 papers were 
presented discussing the clinical effectiveness and pharmacology of this new 
agent. 

Diabinese has been subjected to one of the most intensive clinical and labora- 
tory investigations ever carried out for a new therapeutic agent. Based on the 
many reported studies and thousands of individual case histories, it is apparent 
that (1) Diabinese is more potent than other oral hypoglycemic agents now 
available; (2) it has a longer duration of action than other sulfonylurea com- 
pounds and many patients can be controlled on one dosage a day; and (3) 
although Diabinese is indicated primarily for the treatment of the “late onset” 
type of diabetic, it has also been effective in some of the difficult-to-manage pa- 
tients seen in a physician’s practice. It has also worked well in some patients 
whose diabetes has exhibited primary or secondary failure to other oral therapy ; 
(4) Diabinese is not a substitute for insulin, and each patient being considered 
for Diabinese therapy should be carefully studied as an individual as outlined in 
the package insert. P 

Diabinese is now available for use in your practice, Because it is a potent 
therapeutic agent and a major advance in the management of diabetes, I have 
enclosed a brief summary of the highlights of the conference as well as a copy 
of the package insert which will accompany each bottle of Diabinese. 

I would recommend that before prescribing Diabinese for your patients you 
carefully review the package insert and, should you have any unanswered ques- 
tions, please feel free to contact either your Pfizer representative or our medical 
department. 

Sincerely, 


J.J. Van GASsE, M.D., 
General Manager. 


NOVEMBER 12, 1958. 
Mr. ALLAN J. GREENE, 


Administrative Vice President, Chas. Pfizer & Co., 
Brooklyn, N.Y. ° 


Dear Mr. GREENE: This will acknowledge receipt on October 29, 1958, of a 
letter from your firm signed by Dr. J, J. Van Gasse, which enclosed a copy of 
your Diabinese announcement letter and its enclosures. 

This letter, together with the official product brochure, was one of the condi- 
tions upon which we allowed your new-drug application to become conditionally 
effective. It was further agreed by telephone conversation between Mr. Van 
Oehsen and Dr. Epstein that a draft copy of the announcement letter would 
be forwarded to us for review and comment prior to its distribution to the 
medical profession. In addition, you will recall that you and Mr. Kettel gave me 
personal assurances that the letter would be submitted to us for review prior to 
dissemination and that, in view of the importance of the drug and great risks 
attendant on the misuse of the drug, your firm would take particular care to 
promote it conservatively and with caution. I am sorry that I cannot conclude 
that you have done so in accordance with our understanding and the conditional 
terms of the new-drug application. 

It is regrettable, indeed, that Dr. Van Gasse’s statement in his letter to me of 
October 28, 1958, “I hope that this advance information gives you an idea of the 
approach we wish to use in introducing this new drug * * *” is hardly factual 
when another member of our staff received the Diabinese announcement letter 
through the regular mailing channels on the very same date I received your 
letter from Dr. Van Gasse. 

In view of what I have considered to be good scientific working relationships 
between your firm and the Food and Drug Administration, I am completely at 4 
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loss to understand the sequence of actions and events which have occurred. As 
with the introduction of similar potent agents, FDA undertakes a careful and 
close followup of clinical experience of the drug following its introduction. We, 
of course, will do likewise with Diabinese. 
Sincerely yours, 
ALBERT H. HOLLAND, Jr., M.D., 
Medical Director. 
[Initialed by P. G. S., J. H. E., J. L. H.] 


35621 O—60—pt. 20-25 
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ExursBit 359 
November 21, 1958 


Dr. Albert H. Holland, Jr. 

Director, Division of Medicine 

Food and Drug Administration 

Vept. of Health, Education & Welfare 
Washington 25, D. C. 


Dear Dr. Holland: 


We acknowledge receipt of your letter dated November 12, 1958 
concerning our Diabinese announcement letter and enclosures. 


As I have mentioned to you in our recent telephone conversations, 
it was my perscnal impression, as well as that of Nir. Kettel, 
from our discussion with you that you did not require that our 
announcement letter to physicians be submitted to the Food and 
Drug Administration for review, but that you were willing to 
review this letter if we had any questions concerning its contents. 


As you know, thie is the first such misunderstanding which we 
have had with the Food and Drug Administration and we regret 
its occurrence most sincerely. We can assure you that we will 
do our utmost, through continuous contact and follow-up, to 
make certain that no such misunderstanding will henceforth 
occur with regard to any of our products. 


In order to assure that the physician population obtains a complete 
underctanding of the nature of Diabinese, and to avoid any mis- 
interpretation by thom, we are exerting every effort to see that 
they are supplied with full information concerning this drug. 

As you know, a second mailing of the brochure was completed 
accornpanied by a letter by Dr. Gittinger, the } edical Director 
of our i’fizer Laboratories Division. A copy of this letter and 
brochure is enclosed. Subsequent mailings will include addi- 
tional technical data which has been reviewed and approved by 
the American h.edical Association Councils on Therapy and 
Research. 
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November 21, 1958 
Dr. Albert H. Holland, Jr. 


We feel that the program which we have undertaken will strengthen 
and reaffirm the excellent working relationship between the 

Food and Drug Administration and Chas. Pfizer & Co., Inc. We 
have had this most satisfactory relationship over the past ten years 
and particularly in recent years, and guard it very zealously. 
Every effort will be made by Pfizer towards the end of maintaining 
this present relationship. 


Sincerely, 


. Greene 
- Administrative 
Vice President 


AJG:kck 


BC: Mr. McKeen 
Mr. Hagan 
Mr. Hedger 
Dr. Van Gasse 
Mr. Von Oehsen 
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ExHIBit 360 


Reports from Diabinese Conference—New York Academy of Sciences— 
September, 1958: 


NEW YORK MEETING ON ORAL ANTI-DIABETIC DRUG: Conference held at Barbizon 
Plaza Hotel from September 25 to September 27, 1958, sponsored jointly 

by the New York Academy of Sciences and Chas. Pfizer & Co., Inc., revealed 
that Diabinese (chlorpropamide) is at least twice as potent as any 

other anti-diabetic preparation. Sixty-five reports were read in five 
sessions by researchers and clinicians from the United States 

and eighteen other countries. Approximately 400 physicians and 
researchers, including Dr. C. Best, co-discoverer of insulin, attended = 
the meeting. Drs. P. Johnson, A. Hennes and K. M. West of the University 
of Oklahoma, indicated that Diabinese remains in the blood stream 

of patients for 72 hours, after ingestion of a single dose. The drug 

is apparently not changed chemically prior to excretion. Dr. West 

and Dr. S. R. McCampbell, a fourth member of the University of Oklahoma 
group, found that only half as much Diabinese as tolbutamide 

was needed to produce the same lowering of blood sugar. 


DIABINESE -- NEW INSULIN SUBSTITUTE: A group of 68 patients given 
Diabinese for periods up to eight months responded well, reported 

Dr. S. Sugar of George Washington University, Dist. of Columbia General 
Hospital and Prince George's General Hospital, Cheverly, Maryland. 

Of 28 diabetics who could be controlled with insulin, or partially 
controlled with diet, 19 (68%) responded well on Diabinese alone. 

Dr. A. Marble and associates, of New England Deaconess Hospital, Boston, 
reported that 65 of 78 patients treated with Diabinese had good results. 


COMPARISON OF DIABINESE AND TOLBUTAMIDE: Dr. G. J. Magid of the University 
of California Medical School, San-Francisco, and workers from the National 
Institute of Arthritis and Metabolic Diseases, found in a study of 

three normal subjects and twenty diabetics that Diabinese was six times 
more effective than tolbutamide, in maintaining low blood sugar levels 

in prolonged treatment. Diabinese remains in the blood nearly ten times 
as long as tolbutamide, added Dr. Magid, and effective daily doses of 
Diabinese are only one third as large as those required with tolbutamide. 


MORE THAN 66% OF ADULT DIABETICS ARE CONTROLLED WITH DIABINESE: This was 
Stated by Drs. G. G. Duncan and G. L. Schless of the University of 
Pennsylvania's Pennsylvania Hospital and Benjamin Franklin Clinic. 

Dr. Duncan explained that 250 mg. of Diabinese given daily, effectively 
lowered blood sugar levels. He added that Diabinese-responding 


patients can be detected by the absence of acetone in urine when insulin 
dose is decreased. 
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ONE-YEAR EXPERIENCE WITH DIABINESE: Administering Diabinese for more 
than one year to 130 diabetics, Dr. Z. L. Burrell, Jr. and associates of 
Milledgeville State Hospital, Milledgeville, Georgia, reported adequate 
control of 108 patients. “We feel this drug to be a significant 


addition to our armamentarium in the treatment of diabetes," 
concluded Dr. Burrell. 


DIABINESE MAY BLAZE TRAIL FOR PREVENTION OF DIABETES: A dream more than 
3,000 years old. This was stated among other conclusions in this 
conference. Other advantages: 1. Diabinese is often effective when other 
oral drugs have failed. 2. More than two thirds of all adult 

diabetics can use the drug successfully, but it is not too beneficial 

in children. However, some diabetic youngsters can use it. 


STUDY OF 200 PATIENTS: Drs. J. Bloch and A. Lenhardt of the Vienna-Lainz 
City Hospital, Vienna, Austria, explained that best results with 
Diabinese can be obtained with diabetics who have had the disease for less 
than ten years, but patients who have had diabetes even longer are 
frequently benefited. Patients can often be maintained with 250 mg. or 
less, in some cases even on 250 mg. every other day, Dr. Bloch observed. 
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Rovert EH. Williems, M. D. Jamuary 6, 1950 z. 


It fe interesting that some of the patients who developed leukopenia 
when given chlorpropemide had previously shown the same reaction to 
tolbutemide. There vere no instances of agramulocytosis. One pa- 
tient developed clinical thrombocytopenia purpurea with « marked di- 
winution in hie peripheral blood platelet count. He responded 
imeediately to cessation of the medication end steroid therapy. 


The incidence of castro-intestinal intolerance is provebly no more 
then 2% now thet it is realised thet the medication shoulé be given 
in doses mach »s ler than originally used in the study progres vith 
the medication. At she present time, several investigators of ehlor- 
expressed en interest to do some limited studies with a new 


Of approximately 1700 patients of 
of treatment with ’ 
1 were registered ae fail: 
into ecusiderstion, of approximately 1800 patients surveyed 70% showed 
exeellent control, 19$ showed fair control, leaving 
to therapy with this medication. 


. 
| 
: 
Ht 


patients showing secondary failure to respadd to chlorpropentée. 
woalé say that to date, to uy knowledge, five 

ported with thie reaction; thie would make an incidence of approxi- 
wately 0.18. You may wich to note that interestingly some patients 
who were reported as secondary therepedtic failures with tolbutaniée 
appeared subsequently to respond to thet medication egain efter @ 
brief course of treatment with chlorpropemide. Thie may indicate 
simply thet the explanation yeu offer for the development of soconéary 
tolbutemide feilures may be the correct one. 


I do believe thet this information is what you hope for. 
With best regarés, I an 


Yours sincerely, 


Domenie G. Jeasoni, N. D. 
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INDICATIONS 


The main indiestion for DIABINESE is jnromasiosios diabetes mellitus of e a A 
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ACUTE COMPLICATIONS RELATED TO DIABETES 
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SIDE EFFECTS 
Side effects are generally of a transient and non-serious nature, most serious 
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Letter by Dr. James M. Moss 


JAMES M. MOSS. M.D 
3005 FLORENCE DRIVE 
ALEXANDRIA, VA. 


OVERLOOK 3.1353 


The Honorable Estes Kefauver 

Chairman of the Judicial Subcommittee on Antitrust and Monopoly Legislation 
Senate Office Building 

Washington 25, D. C. 


May 2, 1960 
Dear Senator Kefauver: 


Anything that your committee can do to provide the American people with 
better drugs for less money will improve the health of the country. If a 
reduction in the price of drugs results in a deceleration of scientific advan- 
cement it is obvious that we cannot afford the cheaper price. Your committee 
has pointed out some areas in which a change in policy might result in a reduc- 
tion in the cost of various drugs. A committee of the American Medical Assoc- 


iation has been studying this problem. Perhaps the work of your committee 
will stimulate more rapid progress. 


In the past week the careless testimony of one of your witnesses has 
created undue anxiety among patients with diabetes. I refer to the statements 
of Dr. Henry Dolger of New York City on April 26, 1960. lle was quoted in the 
newspapers as saying that chlorpropamide (Diabinese) is a dangerous drug and 


that it should not have been released for prescription sale. In the following 
three days I had six patients come in holding the newspaper clippings and 
demanding to know why I would "give them such a dangerous druge" After a long 
discussion with each patient, I have been able to restore his confidence in 

my judgement. However, these patients will always be apprehensive about taking 
chlorpropamide. 


There are some patients who have become so worried that they have discon- 
tinued the drug and do not plan to return to the physician who prescribed 
"such a dangerous medicine" for them. If these patients will promptly consult 
another physician and continue on proper treatment, I do not mind that they no 
longer come to see me. However, I do mind that some of them have lost confi- 
dence in all physicians and will seek no treatment until they have become 
seriously ill. Because of the slow excretion of chlorpropamide, there will 
be no apparent change for the first few days after the patients stop their 
treatment. Then the blood sugarwill slowly start to rise and the degenerative 
complications of diabetes will progress at a faster rate. In many of these 
patients the symptoms will be mild enough that they may go for several years 
before they are forced to consult another physician. By that time they will 
have developed irreversible changes in their blood vessels, eyes, kidneys and 
nerves. Foilowing a prolonged period of inadequate diabetic control, patients 
become invalids in spite of the most careful trpatment by the best physicians 
in the world. 


Senator Kefauver, you are the one person who will be directly responsible 
for the irreversible deterioration of the health of these unfortunate victims 





11394 ADMINISTERED PRICES 


of a chronic disease. You had the power and the responsibility to stop the testi- 
mony and turn the problem over to the Food and Drug Administration when a contro- 
versial medical issue was brought up. If you felt that continuation of that line 
of investization was necessary in order for you to write proper legislation, yon 
should havo made it a closed hearins. The fact that you have used incorrect 
figures to justify statements of excess profits is a matter to be settled by 

the auditors and the lawyers, but the fact that you have allowed incorrect fig- 
ures to be used in an effort to show that one drug is better than another, or 
that one pharmaceutical company is more honest than another, is a matter to be 
decided by physicians. In allowing the public discussion of such matters you 
have not only achieved your ;oal of discrediting the ethics of one of the lead- 
ing pharmaceutical firms, but at the same time you have brousht suffering to 

the very people that you were tryin; to help. I hope that you will have to 

face these people jin later years and realize that your committee contributed 

to the more rapid decline in their hea]th. 


In the past four years my associates and I have treated 290 patients with 
tolbutamide, (Orinase), and 128 patients with chlorpropamide. I feel that I 
am qualified to judge each drug impartially and from first hand experience. 
We have had no significant toxic reactions to either of these drugs, and many 
patients have been helped by both. If tolbutamide were the perfect drug we 
would still be using it on all of our patients. If chlopropamide were a danger- 
ous drug we would not use it on any patient. There are some patients who res- 
pond much better to chlorpropamide tian to tolbutamide. The only person in 
the position to make this decision is the physician who has examined the patient 
and who has studied the literature containing the reports of the experiences 
of other physicians. Once the family physician has decided upon the proper 
course of treatment for any individual patient, his efforts should not be 
sabotaged by the careless statements of some headline-seeker. Each physician 
is aware that he must weigh the advantages against the disadvantages in every 
medicine that he uses. Even aspirin can sometimes cause death. We all try to 
give our patients the same medicine that we would take under similar conditions. 


Over the years physicians learn how to evaluate the statements made by 
other physicians. There are some who adhere very carefully to the facts and 
make no statement that they cannot prove. There are others who become careless 
with figures in an effort to prove their point. Dr. Dolger is one of the leaders 
in this-latter group. Ile is frequently igvolved in controversy with other mem- 
bers of the American Diabetic Association as to the best method of treating 
patients. This adds interest and new ideas to the discussions at the meetings 
of this group and helps all of us to reevaluate our own treatment methods. Such 
discussions cannot be understood by people who lack basic knowledge of physiology, 
Pharmacology and pathology. If such discussions were carried on in public forums 
they would croate undue anxiety and unnecessary suffering by innocent people. 


Jonator Kefauver, it is probably too late to correct this error. Testimony 
by other, more experienced, physicians to the effect that chlorpropamide is a 
safe and useful drug did not have the dramatic news appeal that Dr. Dolger's 
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testimony had and was not printed in the papers. This phase of the investi- 
cation should be discontinued before further harm is done to our population 
of 1.5 million diabetics. In your investigations of other drugs you should 
confine yourself to the business side of the pharmaceutical industry, and 
leave the Food and Drug Administration to look into the safety and efficacy 
of all druss. 


Sincerely yours, 


A haw 


Janes Ii, Moss, Me D., Fe Ae Co Pe 
Director of the Diabetic Clinic, 
Georgetown University Hospital 
Washington, D. C. , 

Past President, Diabetic Association of 
District of Columbia. 
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RepLy BY SENATOR KEFAUVER 
May 4, 1960. 


Dr. JAMES M. Moss, 
Director of the Diabetic Clinic, 
Georgetown University Hospital, 
Washington, D.C. 


DEAR Doctor Moss: Your letter of May 2 addressed to me did not come to my 
personal attention until this morning. I understand, however, that the letter 
arrived in my office sometime on Monday and came to the attention of Mr. Dixon, 
the chief counsel and staff director of the subcommittee, late in the afternoon. 
The first knowledge that I had of your letter was when someone pointed out 
to me that Senator Dirksen had inserted a copy of the letter in the Congressional 
Record of yesterday, and later that day I saw a report of it in “The Pink Sheet” 
of F-D-6 Reports. 

In your letter, in discussing the testimony before the subcommittee on April 
26, 1960, by Dr. Henry Dolger, with respect to chlorpropamide (Diabinese), 
you made the extreme statement that “there are some patients who have be- 
come so worried that they have discontinued the drug and do not plan to return 
to the physician who prescribed ‘such a dangerous medicine’ for them,” and that 
“they have lost confidence in all physicians and wil! seek no treatment until 
they have become seriously ill.” 

Frankly, I am rather indignant about both the manner in which your letter 
was handled as well as its substance. Apparently you did not see fit to do me 
the courtesy of giving me a chance to answer your letter before you presumably 
made it available to Senator Dirksen and to “The Pink Sheet.” 

As to the substance of your letter, let me briefly review the main point around 
which the controversy is centered. Hundreds of physicians from all over the 
country have written to the Antitrust and Monopoly Subcommitte complaining 
of the advertising which they received from ethical drug companies. Day be- 
fore yesterday I placed in the Congressional Record excerpts from typical let- 
ters which have been received from doctors. Among other things, these physi- 
cians have complained that the advertising is frequently misleading in that it 
does not adequately describe the side effects associated with particular drugs. 
In the ethical drug industry it is apparent that what a drug company does or 
does not say about side effects in its advertisements to doctors and in the 
presentations by detail men is of critical importance in determining which com- 
pany will have what share of the market. 

In our hearings on tranquilizers two of the world’s most eminent pychiatrists, 
Dr. Fritz Freyhan and Dr. Hans Lehmahn, testified that although they were 
experts, they could readily be misled by advertising claims of drugs outside 
their field of specialty. In the case of the oral diabetic drugs, the subcom- 
mittee sought the expert testimony of three noted diabetic specialists. Dr. 
Alexander Marble stated that any physician who was induced to write a pre- 
scription for Diabinese on the basis of advertising claims made for that drug 
would have been “badly guided.” Dr. Dolger denounced Diabinese not only on 
the ground that the advertising claims were misleading but that the drug itself 
had an excessively high incidence of side effects. Yesterday, Dr. Loube con- 
firmed the high incidence of such effects of Diabinese by summarizing the very 
clinic reports submitted by Pfizer to the Food and Drug Administration. 

I might say to you that if you were disturbed by the newspaper reports of 
the testimony of Dr. Dolger before the subcommittee, much of the blame for the 
inference which the press received from his testimony is the responsibility of 
the officials of the Pfizer Co. itself. It bécame necessary during the presenta- 
tion by Dr. Dolger for the subcommittee to recess in order that I and other 
members of the subcommittee could go to the floor of the Senate to vote. Due 
to a previous commitment on my part to go to New York City, I was unable 
to return to the hearing room and prevailed upon Senator Wiley to take my 
place as presiding chairman. Shortly after the hearings were resumed and 
before Dr. Dolger completed his presentation, the officials of the Pfizer Co. inter- 
rupted and were allowed to engage in a colloquy with Dr. Dolger. After this 
colloquy had continued for some time, Senator Wiley adjourned the hearings. 
For your information, I have afforded Dr. Dolger the privilege of submitting to 
the subcommittee in writing, if he so desires, the completion of his presentation, 
which I understand would have clarified some of the points about which you 
complain. Iam sure that when this is done, this statement will be beneficial and 
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clarifying, as well as affording to all concerned an adequate explanation of his 
views. 

For your information, advertising and promotional programs for ethical 
drug products are one of the vital competitive factors in the success or failure 
of a drug product. I know of no other way of determining the issue of whether 
advertising is in fact false and misleading except through the testimony of rec- 
ognized experts. Because you are a doctor, I trust that you do not question 
the professional competence of Drs. Marble, Dolger, and Loube. The only prac- 
tical alternative to hearing the testimony of experts is to sweep the whole prob- 
lem under the rug and let commercial success in the ethical drug industry be 
significantly determined by which company exhibits the least feeling of respon- 
sibility in its advertising to the medical profession. 

I have been led to believe that in the treatment of any diabetic patient it is 
most important that the doctor and the patient both be thoroughly familiar with 
the particular antidiabetic product that is being used. I do not quite under- 
stand why you, as a doctor, should be reluctant to discuss freely with any of 
your patients the attendant side effects of any product that you might in your 
judgment prescribe. I would also think that, since it is your responsibility to 
select a particular drug for a particular patient, you would be most receptive 
to receiving from any source the best and most reliable information as to side 
effects of any product, such as Diabinese. 

I do not agree with you in your statement that because in public forum it has 
been disclosed that Diabinese may have undesirable side effects, not only will 
patients refuse to take that drug but will also refuse to take the other alterna- 
tive oral antidiabetic drugs or insulin itself. Speaking frankly, I think you 
have overstated your views and that they are without merit. 

Certainly the facts disclosed for the first time at the committee’s hearing 
would justify the patient and the physician taking another look at Diabinese 
and the physician and patient having a frank talk as to its suitability. Pfizer 
has consistently advertised the drug as having no significant incidence of 
serious side effects, etc. The actual clinical tests filled with the Food and Drug 
Administration show this to be false and misleading. Pfizer withheld from the 
physicans the information that in these 2,000 cases 27 percent of the patients 
had side effects and some of them were serious. Had the subcommittee not had 
this hearing, physicians would have continued prescribing Diabinese without this 
vital information. Pfizer also refused to have Dr. Iezzoni, who supervised the 
testing of the drug, present at the hearings. This is not playing fair with the 
subcommittee or with the medical profession. We can only conclude that Dr. 
Iezzoni’s testimony would not have sustained the claims made by Pfizer. 

Although I am in agreement that it would be well, as suggested during the 
course of the hearings, that medical forums be scheduled and held under some 
sponsorship for the purpose of discussing the relative merits of oral diabetic 
drugs, I, nevertheless, am still disturbed by the thought that unless some more 
responsible attitude is taken as to advertising literature disseminated by some 
manufacturers, such forums, in and of themselves, might not trickle down to 
the average practicing physician. The truth will always, in the long run, be 
beneficial. That’s what we were endeavoring to present with reference to Dia- 
binese. From this, good and not harm, as you suggest, will result. Dr. Dolger 
stated, and it was confirmed by the Pfizer Co. that he was one of the very 
first doctors approached by the Pfizer Co. to make clinical tests of the 
product Diabinese. He stated that the statements that he made before the sub- 
committee were predicated upon his experience and upon his observations. Al- 
though you make light of Dr. Dolger, I am sure that most experts in the diabetic 
field would not agree with you. I am of the opinion that he is one of the fore- 
most doctors in the diabetic field. 

As you must know, neither I nor other members of the subcommittee can con- 
trol or predict exactly what any expert may or may not say when he is asked 
to appear before the subcommittee. I am a great believer in truth. I am a great 
believer in our competitive way of life. I am convinced that if we become re- 
luctant in our way of life in seeking for truth, it will be-a great mistake. I 
think you as a doctor underestimate the intellect of the average American citizen. 


Repeatedly, our citizenry have proven that they are capable of understanding 
truth whenever exposed to it. 


Sincerely, ; 
Estes KeEFAUVER, Chairman. 


35621 O—60—>pt. 20-26 
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July 11, 1958 


TB: File 





FROM: Domenic G, Iezzoni, M. D. 
SUBJECT: Chlorpropamide - Jaundice 


On June 30, 1958 I visited the New England Deaconess Hospital to 
see a patient of Dr. Alexander Marble who had developed jaundice 
while taking chlorpropamide medication for the control of his symp- 
toms of diabetes mellitus. 






Mr. is a 50 year old white Jewish male with known 
diabetes since 1946. From 196 until May 23, 1958 the patient had 
been controlled with insulin. On May 23rd the patient was started 
on chlorpropamide. His initial and maintenance dose of chlorpropa- 
mide was 0.5 ms./day. On June 12th the paticnt became anorectic, 
developed reneral malaise and noticed jaundice. His general malaise 
and anorexia increased in severity and the rmatient finally discon- 
tinued receiving his medication on June 16th. On June 17th the pa- 
tient was admitted to the New Sngland Deaconess Hospital. During 
the period of the previously mentioned complaints the oatient also 
noticed a red rash on his neck and shoulders and developed a fen- 
eralized itching with no obvious rash in the other body areas. 

















On admission the patient had obvious jaundice with a yellow color 
to*his ekin and splurry. The spleen was not papable, the liver was 
papable and slightly tender, 


The patient's laboratory studies indicated a normal white blood count 
with a low degree of eosinophilia (10%). His urinalysis was normal. 
Patient's stools were light colored. The alkaline phosphatase was 
elevated to levels of 17 - 19 Bodansky units. The cephalin floccula- 
tion and thymol turbidity tests were normal. The serum rlutamic oxal- 
acetic transaminase levels were in the range of 300 = 00. 4 liver 
biopsy on the patient on June 2)th showed intracanalicular biliary 
stasis, lthough there was no obvious cellular necrosis, the number 
of mitosis seen in the sections were greater than usually seen and may 
represent regeneration of liver tissue. The serum bilirubins never 
went above ) mg.% and were mostly of the direct type. 














The patient did well with bed rest, his appetite gradually improved, 
his jaundice gradually disappeared. 


The patient was doing well and was to be discharged shortly from the 
hospital, My impression and the impression of Dr, ..lexander ..arble was 
that this patient developed jaundice from chlorpropamide, Thre jaundice 
was the result of a reaction which resulted in intrahepatic biliary 
stasis with possibly a minimum amount of hepatio cellular necrosis. 
Because of the associated mild rash and pruritus and cosinophilia, this 
may represent an idiosyncrasy type of reaction to a medication. 


DCIsbl 


*Exhibits 867 through 370, include Exhibit 348. 
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dune 2h, 1958 


when [ returned to ay offiow from San francisco, | found 
the enclosed letter from Dr. Join iiuse. You will note that 
also included is the abstract {f the record of 

the patient referred to in his letter. This is the patient 
you had reference to at the wetin: of the Aerism “Labetes 


will note that was started on c’: lornronanide 
a dosage level of 2 pms./day for two dayss her therapy was 
continued with 0.5 ras. twios daily thereafter, fon will 
also note that tie atient had anorexia for tw days oriar to 
e [t has been our experience with chlorpropanide t at 
instances where hypoglycemia follows the larrer dvses 
this medication, ‘'.e hypoglycemia will te persistent and 
constant feedin: either orally or intravenuwzly 
witil the chlorpropamide bluod level has dronved below a criti- 
cal level. In no instanes were the develovmsnt of iyporlycenia 


wae appreciated and treated vigorously ear nas there 
been ary soar ication, = 


Wn Thureday, Jume 26tn, ( am to visit the physicians at the 
Philadelphia “eneral joepital who treated the patient who deo 
veloped hypoglycemia followinr the adninistration of c:lorpro- 
panide, This patient was @ volunteer in a proran wit!. normal 
male individuals who were given different doses uf ¢! lorpropa- 
mide to study the results an the blood level of tis ~wdicatiun, 
‘hie man was ¢lven 2 cw. of chlororopanicde oF two conn cutive 
days. ‘ie developed his hypoglycemia folowing tho susund dose. 
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“pancis Lukens, ‘'. D. June 2h, 1358 


i @hall send you @ copy of his record as soon as it is avail- 
able to m. 


any time yo. would like to have copies of any of our records 
of patients being studied with this compound, please feel 
frec to call on me. ([ ahall be only too hanpy to ask my of 
our investigators to supply you with whatever information you 
would want. 


With best regards, [ am 


Domenic J. ivasoni, “4. 5. 
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et 
cf 


(6,000 with e normal differential smear). 

norwal findings, although it is not apparent whether there vas @ test done 

for bile. The serum chemistries showed a normal cephalin flocculatian test, 

@ eerm bdilirm@in of approximately 6 ag.$ and « serum alkaline phosphatase 

of 18.5 King-Armstrong unite (upper limit of normal is 15 in their laboratory). 
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Gatutigdalinednoansaaeatenes The patient expired on July 15th. 


WMicheel Carloszi, M. : 
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September 3,' 1°59 


: Michael Carlozzi, M. D. 


rKObs bomenic G. Iezzoni, M. D. 


SUB pols bDiabinese } Hypoglycemia 


Attacned is a copy of the report submitted by Dr. Marvin Sackner on 
the prisoner who developed severe hypoylycemia from Diabinese. 


It shoule be recalled that in April, 1958 our Department, together 
with br. Albert Kligman, ran a study on the effect of various chronic 
ioses of Diabinese on the blood levels of this medication in normal 
male prisoners. The patient herein reported on is 

This prisoner ceveloped severe hypoglycemia following two doses of 

2 ems. each of Liabinese. As @ result of this severe hypoglycemia, 
this patient developed marked damage to his central nervous system 
as can be appreciated from reading the attached report. The patient 
is to be seen by the investigator in the very near future following 
which we snall have an up-to-date report. 


It should be notec that this patient was not among the cases submitted 
in our clinical summary which was include®in our New Drug Application. 
Advise me @s to whether we should submit this Case Report when we file 
further data. 


br. oackner and ois associates plan to report this study and this re- 
sult in an article in a medical journal. It will be published probably 
in one or the other of several well-known journals. 


, 
vr. Francis Lukens referred to this patient when he stood up in the audi- 
ence on Sunday, June 22nd in San Francisco at the Meeting of the American 
Diabetes Association, ; 


Needless to say, this is only the very first draft of this report. The 
preliminary data and discussions are not yet included. It will certainly 
be several months before this material is published. 


seh esy set a 

’ o\4 ia 
DGI:bl / 
att. 


ccs Dr. kane 
br. Feeney 
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CASE 


Ce %e, @ LS year old, write rale prisoner was admitted in a ccmatose comtition to 


Philadelphia “eneral Yospital, on April 16, 195&. The patient, one of LS volunteers 


who were taling a new oral hypo”lycemic agent, Chlorpropamide (Diaenese®), received 


2 ms. of this drug on April 13 and April 14, respectivel:. About midri ht of April 15, 
he exhivited hypo] ycemic symptoms which respomled readily to oral car‘ohIrates. At 
6:00 A.M. of April 16, he was found in a comatose coidition. !le was tra .sferred to tre 
Prison Infirmary and treated with intravenous vlucose ard saline; he received a total 
of 175 rm. of rlucose in a@ 12-hour period. He rema‘ned in coma and was transfered to 
our hospital that evening. 

The past medical history was o*tained from his prison records. In 19.5, an a 
ectony, cholecvstectomy and drainage of an a'ecess were ;erformed. |'e iwted ja:niice 
in 1955. In 1956, the urine showed sugar 0, albumin 4, 8-)0 red cells and 2 red cell 
caste. The sedimentation rate was Ll mm. The alluminurta was iounl in the otier 
specimens throu~’ 1958. An intravenous urojram in 1956 was normal. In 1956 ami 1957, 
roentzeno ravhic examination of the upper vastrointestinal tract sowed a c)ronically 
scarred duodenal cap. I January, 1958, he !ad an episode of slit twitci im of the 
mouth and protrusion of the tonrue which lasted a few minutes. !'e did not lose con- 
sciousness ani this episode was thought to te malinverin:. An electrcencer alo ram 
taken at this time was normal. 

Physical examination revealed a comatose, well-nouris'ed, white male in decere- 
wrate ricidity. ‘le was in moderate respiratory distrese ani reviresl freqient as; tration 
for copious amounts of thick secretions. The temperature was 99.0 , the respirations 3h, 
the pulse 54, the blood pressure was 120/90. The ‘ae findins were confined to the 
neurolo;ic system and changed rapidly from moment to moment. ‘ie occasionally ad ;ener- 
alized tonic movements which lasted a minute or less. T'e pupils were alternately 
widely dilated and constricted and reacted poorly to li:!t. The eves deviated to the 


left, ani at times were uncoordinated. The corneal reflexes were slujish. The optic 


- 


vo/ 
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discs were pale, mo heacrrhages or exuiates ware fount. The extremities were alter- 
nately spastia ani flaccid. A coarse germralised trem? was occasionally seen. Bi- 
lateral Babinski signs were elicited. Cearse rhonchi were heard in both lung fields. 
The heart was not enlarged, the r>ythm was revular ard no murcurs were heard, The 
atdomen wae soft ani the liver ami spleen were not palpahle. 

The therapy ani laboratory findings are summarized in ta‘les 1, 2, and firures 2, 
3, and &. It is noteworthy that blocd sugars of 77 mgm. ani 15mgm., acl a ceretro- 
spinal flui4 sugar of 22 mgm. per 100 ml. were initially recoried despite the simul- 
taneous iatrevenouw infusion of hich concentrations of lucose. 

The petient's course in the hospitel was characterized by a relatively rapid and 
steady improvement. After 3 to 5 hours of treatment he intermitte:tly heran to resist 
movement of his extremities ani the Babinski signs disappeared. T.¢ following day 
he occasionally groaned, yawned and sneezed, and onl: intermittent s;asticity of the 
left arm persisted, however, thie disappeared completely 2; the 6th day. ‘lis Lehavior 
resemtled that of a "thalamic animal® for about a week. An ©EG done on the t ind day | 
shoved scattered high voltace abnormal slow waves, l to 6 per secomi throu;hout “oth 
hemispheres, especially marked in both temporal lotes (firure 5). 

On each subseeq.ient day, the patient was ahle to respormi more avpro riately. An 
ERG dene on the 6th day showed marked improvemert, ae comared with the previous 
tracing, althourh the above mentioned atmormalities were still present. 


A brief psycholorical examination on the 13th day revealed a marked exoressive 


aphasia. A third ERO taken at. that time s) owed more damave ¢than the previous ‘racin~. 


There were a mixierate nmber of high voltare atmormal slow waves, 3 to 5 ner sec d, 
throughout both hemispheres, at times occurrinz in short bursts, the anormal ities 
again reing more marked in both temporal los. 

The patient was returned to the Prison Infirmary on the 15th day. ‘'e sas able to 
feed and dress himself with some coaxing and cculd walk normall;. He had a complete 


amnesia for all recent events ani his memory for remecte events was ,e:erally poor. 
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Further improvement on @ fou:rth ERG done 37 days after the coma showed occasional 


hich voltage slow waves, 3 to 5S per second on the ripht, while the left hemisphere, 
particularly the temporal and occipital regions, sowed a moderate number of high 
volta~e abnorm] slow waves. 

A number of pecholo. ical tests vere given to the patient 50 days followins tie 
coma. These included the following: 1) Render Visual-Motor Cestalt, 2) xorschach, 
3) Nec) sler "'emory Scale, 4) Bisenson's Tests for Aphasia, 5) Stanford inet Vocabu- 
lary, 6) ‘olistein Scheerer Stick Test, Cube Test and Weigl Color Form Test. 

Results of these tests may te summarised as follows! 

1) Definite eviden-e of cortical damage of a dilfuse nature, as manifested ‘tv 
loss of atetract abilit’, disorganization of te!a-ior under stress, and marked per- 
severation. 

2) Damare appeared to be most severe in the speec)) areas, i.6., temporal lotes. 

3) Tre rrevious level of functioning could not te assessed ty the usual methods 
(e.7. vocatulary, peneral information, etc.) heca:se of the hasic tempora’ lobe damage 


producing disruption of previously learned verbal patterns. 
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Figure 2. Hlood Sugar And Chlorpropamide levels, ‘Initially there were low blood sugar 


levels iespite the constant administration of hypertonic glucose intravenously.. Although 


the levels of chlorpropamiije remained elevated throug). the sixt' day, normal blood sugars 


were o'taine: at that time. The blood sugar levels were normal during a 72 hour fast. 
glucose tolera:ce test immediately theregfter resulted in a diabetic curve. 


cater, on @ normal diet, a normal curve was obtained. 


A 


Two weexs 


Firwre >. Blood Chemistries. Throughout most of his hospitalization, t'e patient had 


constste tly low levels of hlooi urea nitrogen wit’ ot an associated decrease in non- 


protein nitroren. 


Pieure i. Partial ‘alance Studies. The solid ‘locks represent intake, clear blocks 


outoet, and striped hlocks urea nitrogen. “orizontal broken lines depict unmeas red 


values while sort intense solid lines depict zero values. However, on da‘s two to 


four, 2 to 6 rm. of “lucose were measured in te urine as reducing substance. 


joore 


Miowe S. Serial Electr-encep:alograms.. On Ja;nuary 6, 1958, a normal tracin; was 


recoried f>:r mont's prior to t>e hyporlycemic reaction. After the reaction, slow 


wave activit’, most marked in the left temporoccipital reion was noted. 
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frequency of administration, duration of ad-' 
ministration of the drug, results of clinical 


essary to establish its identity, strength, 
quality, and purity if it differs from the de- 
scription in parts (2), (3), or (4) of the 
application in any way that would bias an 
evaluation of the report. 

(c) The unexplained omission of any re- 
ports of investigations made with the drug 
by the applicant or submitted to him by an~ 
investigator he supplied with the drug that 
would bias an evaluation of the safety of 
the drug constitutes grounds for the refusal 
or suspension of an application. 

‘i (2) A full list of the articles tised as com- 
ponents of the drug. (This list should in- 
clude all substances used in the synthesis, 
extraction, or other method of preparation 
of any new-drug substance, regardless of 
whether they undergo chemical change in the 
process. Each substance should be identi- 
fied by its common mame or com- 
plete chemical name, using structural for- 
iden 


be followed by a complete quantitative state- 
ment of composition. Reasonable alterna- 
tives for any listed substance may be speci- 
fied.) 

(3) A full statement of the composition of 
the drug. (This statement should set forth 


the name and amount of each ingredient, 
whether active or not, contained in a stated 
quantity of the drug in the form in which 
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it is to be distribuied; as, 
amount per tablet or per milliliter, in ad- 
dition to a representative batch formula. 
Any calculated excess of an ingredient over 
the label declaration should be designated as 
such and percent excess shown. Reasonable 
variations may be specified.) 

(4) (a) A full description of the methods 
used in the manufacture, , and 

de- 


tail, including quantities used, times, tem- 
perature, pH, solvents, 


etc., to determine 

characteristics. Alternative 
or variations in methods within reasonable 
limits that do not affect such characteristics 


of the substance may be specified. 
(il) See cee in processing and 


. processing, 
operations for any new drug 
substance or the new drug, his statement 
identifying each person who will perform a 
part of such operations and designating the 
part and a signed statement from each such 
person, fully describing the methods he uses 
directly or by reference. 

(b) A full deacription of the facilities and 
controls used for the manufacture, process- 
ing, and packing of the drug. 


(Included in this description should be 
full information on the following in sufficient 
detail to permit evaluation of the adequacy 
of the described methods, facilities, and 
controls to preserve the identity, strength, 
quality, and purity of the drug.) 

(1) .A description of the physical facilities 
including plant and equipment used in 
manufacturing, processing, packing, and 
control operations on the new drug. 

(if) If the applicant does not himself per- 
form all the manufacturing, processing, 
packing, and control operations, his state- 
ment identifying each person who will per- 
form & part of such operations and designat- 
ing the part; and a signed statement from 
each such person fully describing the 
facilities and controls he uses in his part of 
the operations directly or by reference. 

(ili) Precautions to insure proper identity, 
strength, quality, and purity of the raw ma- 
terials, whether active or not, including the 
specifications for acceptance of each lot of 
Taw material, 

(iv) Whether or not each lot of raw mate- 
tials is given a serial number to identify it, 
and the use made of such numbers in sub- 
sequent plant operations. 


(vi) Number of individuals checking 
weight or volume of each individual in- 
gredient entering into each batch of the 


(vil) Whether or not the tc... weight or 
volume of each batch is determined at any 
stage of the manufacturing process subse- 
quent to making up a batch according to the 
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formula card and at what stage and by whom 
it is done. 

(vill) Precautions to check the actual 
packaged yield produced from a batch of the 
drug with the theoretical yield. 

(ix) Precautions to insure that the proper 
labels are placed on the drug for a particular 
lot, including provisions for label storage and 
inventory control. 

(x) The analytical controls used during 
the various stages of the manufacturing, 
processing, and packing of the drug, in- 
cluding a detailed description of the coilec- 
tion of samples and the analytical proce- 
dures to which they are subjected, If the 
article is one which is represented to be 
sterile, the same information should be given 
for sterility controls, Include the standards 
required for acceptance of each lot of the 
finished drug. 

(xt) An explanation of the exact signifi- 
cance of any batch control numbers used in 
the manufacturing, processing, and packing 
of the drug, including any such control 
numbers that may appear on the label of the 
finished article. State whether or not any 
of the numbers appear on invoices and de- 
acribe any other methods used to permit 


determination of the distribution of any 
batch if ite recall is required. 

(xii) A complete description of and the 
data derived from studies of the stability of 
the drug. If the data indicate that an ex- 
piration date is needed to preserve the iden- 
tity, strength, quality, and purity of the 
Grug until it is used, @ statement of an 
expiration date. 

(xill) Additional procedures employed 
which are designed to prevent contamina- 
tion and otherwise insure proper control of 
the product. 

(5) Three finished market packages of the 
drug, and other samples of the drug or its 
components on request. 


(When finished market packages of the drug 
are not available to submit with the appli- 
cation, state that finished market packages 
conforming to the description under part 
(4) (@) (11) and labeled as provided in part 
(6) of the application will be submitted as 
soon as available and prior to the marketing 
of the drug. In case the drug is available 
only in limited quantity, state the extent to 
which samples of the drug and its compo- 
nents will be available on request.) 

(6) Five copies of each label and other 
labeling to be used for the drug. 

(a) Each label, or other labeling, should 
be clearly identified to show its position on, 
or the manner in which it accompanies, the 
market package. ‘ 

(b) The labeling on or within the retail 
package should include adequate directions 
for use by the layman under all the condi- 
tions for which the drug is intended for lay 
use, or is to be prescribed, recommended, or 
suggested in any labeling or advertising 
sponsored by or on behalf of the applicant 
and directed to laymen. 

(c) The labeling on or within the retail 
package, or a brochure or other printed mat- 
ter specifically identified on such label or 
labeling and made available to practitioners, 
should contain adequate information for use 
of the drug by such practitioners under all 
the conditions for which the drug is intended 
or is to be prescribed, recommended, or sug- 
gested in any labeling or advertising spon- 
sored by or on behalf of the applicant. 

(ad) Labeling bearing adequate informa- 
tion for use of the drug by practitioners 
should be a part of the retail package of 
injections and any other drug that may be 
unsafe for the intended use unless such 


information is immediately Bvailable to the 
practitioner. 


(e) Typewritten or other draft labeling 
copy may be accepted for conditional con- 
sideration of an application, provided a 
statement is made that final printed labeling 
identical in content to the draft copy pro- 
vided for in the application will be submitted 
as soon as available and prior to the market- 
ing of the drug. 

(7) State whether the drug is (or is not) 
limited in Its labeling and by this application 
to use under the professional supervision of 
&@ practitioner licensed by law to administer 
it 


(8) If thig is a supplemental application, 
full information on each proposed change 
concerning any statement made in the effec- 
tive application. 


(After an application is 
supplemental application may propose 
changes. The pplemental application 
may omit statements made in the effective 
application concerning which no change is 
proposed. A supplemental application should 
be submitted for any change beyond the 
variations provided for in the application, 
that may alter the conditions of use, the 
labeling, the safety, identity, strength, qual- 
ity, or purity of the drug or the adequacy of 
manufacturing methods, facilities, or con- 


effective, @ 


will be made; and in such case the distribu- 
tion of the drug after such time without such 
change constitutes distribution without an 
effective new-drug application. A supple- 
mental application is not required when the 
article is no longer a new drug unless the 
proposed change itself causes it to become 
@ new drug. If a material change is made 
from the representations in an effective 
application for a new drug before a supple- 
ment is effective for such change, the appli- 
cation may be suspended under § 130.27.) 

(9) It is understood that all representa- 
tions in this application regarding the com- 
ponents, composition, manufact: meth- 
ods, facilities, controls, and labeling apply to 
the drug produced until an effective supple- 
ment to the app!ication provides for a change 
or the article is no longer a new drug. 


Very truly yours, 


(Indicate authority 

This application must be signed by the 
applicant or by an authorized attorney, 
agent, or official. 

The data specified under the several num- 
bered headings should be on separate sheets 
or sete of sheets, suitably identified. The 
sample of the drug, if sent under separate 
cover, should be addressed to the New Drug 
Branch and identified on the outside of the 
shipping package with the name of the 
applicant and the name of the drug as shown 
on the application. 

The applicant will be notified of the date 
on which his application is filed. An in- 
complete application, or one which has not 
been submitted in duplicate, will usually be 
retained but not filed as an application pro- 
vided for in section 505 (b) of the act. The 
applicant will be notified in what respect his 
application is incomplete. 


ALL APPLICATIONS AND CORRESPONDENCE SHOULD 
BE SUBMITTED IN DUPLICATE 
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DEPARTMENT OF 
HEALTH, EDUCATION, AND WELFARE 
FOOD AND DRUG ADMINISTRATION 
WASHINGTON 25. D.C 


May 2, 1960 





Hon, Estes Kefauver 
Chairman, Subcommittee on 
Antitrust and Monopoly 
Committee on the Judiciary 

United States Senate 
Washington 25, D. C. 


Dear Senator Kefauver: 


This is in reply to your letter of April 28, 1960, requesting 
additional information on "Diabinese." 












I. A memorandum dated July 8, 1958, from Dr. Domenic 
G. Iezzoni on the subject "Diabinese studies to 
date" was not submitted to the Food and Drug Ad- 
ministration as a part of the new drug application 

for "Diabinese," 


The substance of the information contained in this memorandum 
of July 8, 1958, is contained in the original new drug application 

for "Diabinese" submitted on August 22, 1958 in the form of clinical 
case reports and of summaries of the clinical investigations of "Di- 
abinese," 





















II. (1) The letter dated June 12, 1958, to David 
Hurwitz, M.D. from Domenic G. Lezzoni, M.D. 
has not been submitted to the Food and 

Drug Administration, 






The letter dated June 12, 1958, to M. Harvey 
Hamff, M.D. from Domenic G. Iezzoni, M.D. has 
not been submitted to the Food and Drug Ad- 
ministration. The three case reports re- 
ferred to in this letter and summaries of 
these case reports were submitted as part of 
the original new drug application. 






The letter dated June 24, 1958, to Francis 
Lukens, M.D. from Domenic G. Iezzoni, M.D. 
has not been submitted to the Food and Drug 
Administration, The letter refers to two 

case reports, one of which is contained in 
the original new drug application together 
with a summary of the case. 
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(4) The memorandum dated June 24, 1958, from 
Domenic G. Iezzoni, M.D. to Michael Carlozzi, 
MeD. has not been submitted to the Food and 
Drug Administration. The case report re- 
ferred to in the memorandum and a summary of 
it are contained in the original new drug 
application. 
















The memorandum dated July 11, 1958, from 
Domenic G. Iezzoni, to the file referring 
to a case of Dr. Marble has not been sub- 
mitted to the Food and Drug Administration. 
The case report is contained in an amend- 
ment to the original application submitted 
on September 2, 1958. 





The memorandum dated July 11, 1958, from 
Domenic G. Iezzoni, M.D. to the file, re- 
ferring to three cases of Dr. Greenhouse, 
has not been submitted to the Food and Drug 
Administration. 





The letter dated July 11, 1958, to David 
Hurwitz, M.D. from Domenic G. Iezzoni, M.D. 
has not been submitted to the Food and Drug 
Administration. The case report referred 

to in the letter ‘and a summary of it are 

contained in the original new drug applica- 
tion. 






















The memorandum dated July 24, 1958, from 
Domenic G, Iezzoni, M.D. to the file has not 
been submitted to the Food and Drug Adminis- 
tration. The case report referred to in 
the memorandum and a summary of it are in the 
original new drug application. 





The memorandum dated July 29, 1958, from 
Domenic G. Iezzoni, M.D. to Michael Carlozzi, 
MeD. has not been submitted to the Food and 
Drug Administration. The case report re- 
ferred to and a summary of it are in the new 
drug application, 





The memorandum dated September 3, 1958, from 
Domenic G. Iezzoni, M.D. to Michael Carlozzi, 
MeD. has not been submitted to the Food and 

Drug Administration, 
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(11) The memorandum dated August 15, 1958, from 
Domenic G. Iezzoni, M.D. to Michael Carlozzi, 
M.D. containing a summary of the Diabinese 
study program was submitted to the Food and 
Drug Administration as a part of the original 
New Drug Application. 


III. (1) The letter dated November 14, 1958, from 
Domenic G. Iezzoni, M.D. to Maxwell Spring, 
MeD. has not been submitted to the Food and 
Drug Administration, 


(2) The letter dated April 10, 1959, from Domenic 
Ge Iezzoni, M.D. to George Brown, M.D. has 
not been submitted to the Food and Drug Ade 
ministration. 


(3) The memorandum to William Spring, M.D. from 
Domenic G. Iezzoni, M.D. dated July 1, 1959, 
has not been submitted to the Food and Drug 
Administration. 


(4) The letter dated July 30, 1959, to Stanley 
Schneider, M.D. from Domenic G. LIezzoni, M.D. 
has not been submitted to the Food and Drug 
Administration. 


(5) The memorandum dated August 4, 1959, from 
Domenic G. Iezzoni, M.D., to Michael Carlozzi, 
MeD. has not been submitted to the Food and 
Drug Administration. The case referred to 
in the memorandum is reported in detail in 
a submission of October 30, 1959. 


This report was studied by our New Drug Branch and the FDA 
disposition is covered by the following statement contained in an 
FDA letter of November 10, 1959, to Chas, Pfizer & Co., Inc.: 


“We also acknowledge receipt of your additional communication 
dated October 28, 1959, enclosing other recent clinical reports per- 
taining to your preparation. We appreciate being informed of this 
type of problem and hope that suitable warnings with regard to the 
possibility of such hematologic comlications will be included in 
the next revision of the labeling. We would be interested in re- 
ceiving any further information of this type as it becomes available." 
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(6) The letter of September 16, 1959, to William 
Levison, M.D, from Domenic G. Iezzoni, M.D., 
has not been submitted to the Food and Drug 
Administration. 


The letter dated October 13, 1959, to Domenic 
G. Iezzoni, M.D. from Edwin L. Rothfeld, M.D., 
has not been submitted to the Food and Drug 
Administration, 


The memorandum to Mr. Von Oehsen from Dr. 
Iezzoni, dated October 13, 1959, has not been 
submitted to the Food and Drug Administration. 
The case reports referred to in the memor- 
andum were submitted as part of the new drug 
application on October 30, 1959. 


The Food and Drug Administration's action with respect to 
that report is the same as that contained in our discussion under 
point (5) above. 


(9) The memorandum dated October 26, 1959, to Dr. 
Dumas from Dr. Lezzoni, has not been submitted 
to the Food and Drug Administration. 


(10) The memorandum dated October 27, 1959, to Mr. 
Von Oehsen from Dr. Iezzoni was submitted as 


part of the new drug application on October 
30, 1959. 


. 


The action taken by FDA is the same as that described in 
point (5) above. 


(11) The letter dated October 28, 1959, to A. 
Gorman Hills, M.D. from Domenic G. Lezzoni, 
MeD., has not been submitted to the Food and 
Drug Administration. 


In response to the questions contained in the penultimate 
paragraph of your letter, a drug company is required to submit to 
the Food and Drug Administration reports of investigations with re- 
spect to the safety of a drug, when they receive such reports sub- 
sequent to their submission of a new drug application and before 
the application becomes effective, provided that the failure to 
submit such reports would bias an evaluation of the safety of the 
drug. The Federal Food, Drug, and Cosmetic Act does not require 
a drug company to submit reports with respect to the safety of a 
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drug, when such reports have been received by the company after the 
date the new drug application becomes effective. Occassionally, 
drug companies do submit such information voluntarily even though 
it is not required by the Act. We have no way to estimate the pro- 
portion of cases in which such information may not be submitted by 
the companies, It is our practice to request such information when- 
ever there is an indication from an source that a drug causes ad- 


verse reactions. In most cases the drug company supplies informa- 
tion on the basis of such requests. 


This completes our reply to your letter of April 28, 1960, 
Sincerely yours, 


\ 
Met feorre 


Geo. P. Larrick 
Commissioner of Food and Drugs 
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JOSLIN CLINIC 


Quer? F. Jooum. M.D, 18 JOBLIN ROAD James i preeen, 4.0, 
Mowane Ff. Roer, M.5. Wi Maousy. 
amen f- note 8 BOSTON 18. MASSACHUSETTS =e 
ALEXANDER Manon, M.D OFFICE HOURS BY APPOINTMENT 7. 6 oe 
ALLAN P. Josiin, M.0. WEAcON 8-6280 

Rosert F, Brace, M.0. ADMINIGTRATION 

iso P. Knaur. 4.0 


Wits D, Baanv 


July 2h, 1958 


RECEIVED 


Dr. Domenic G. Iezzoni JUL 28 1958 
Chas. Pfizer & Co., Inc. 


0" Fan ebm, CLINIGAL RESEARCH 
Dear Dr. Iezzoni: 


I am writing to give you a summary of the case of <q, the 
patient who while on Diabinese developed jaundice and whom you saw in Boston. 

a wc bom a: aa RCN Because of adverse 
political conditions in 191) he was taken to Vienna; in 1939 he moved to Belgium and 
later to England; in 1952 he moved to the United States. 


ERM states that his father had jaundice during his lifetime but 
aparently did not die with such, One brother died of some type of jaundice. 
eM a@ son who has had jaundice three times and was rejected for Army 
service because of this, It MMwEMM family there is a remarkably strong 
tendency to diabetes. His mother and two sisters died of diabetes and two brothers 
are living with diabetes. “QM, most recently a shipper in a shoestore, 
experienced the onset of his diabetes in June, 1916 and it was then that treatment 
with insulin and diet was begun. During a stay at the New ‘ngland Deaconess Hospital 
in May, 1958, he was placed on Diabinese in dosage of 0.5 gm. daily. This controlled 
the urine and blood sugar tests quite well. He took Diabinese from May 23 to June 1). 
He stopped the drug on this date because two days before he noted fever, anorexia, 
itching of the skin, fatigue, malaise and dark urine. He was seen then at our office 
at which time jaundice was obvious and the liver could be felt to descend two finger- 
breadths on inspiration aaa was admitted to the New England Deaconess 
Hospital on June 17, 1958. He was discharged on July 3. Since that time he has been 
seen at our office on July 10 by Dr. Hadley. 


On a separate sheet I am setting down the results of various laboratory 


studies. You will note that by July 10 there had been a very definite improvement 
and progression toward normal. en been feeling correspondingly better. 


While in the hospital, on June 2) an intravenous cholangiogram showed no 
gallbladder shadow. However, at this time he was jaundiced, On June 26 a liver 
biopsy was made, This showed canalicular plugging with bile pigment and minimal 
liver cell damaze. 


\t the time of discharge from the Deaconess on July 3 the diet was fixed 
at carbohydrate 1.78, protein 91 and fat 72 pm. a day, furnishing 1,721 calories, and 
the insulin dose at 30 units of the NIli type daily. 


Viease let me know if there are any further details of qq 
record which you would like. 


Sincerely yours, 
Gla ..han Vrn be 
HE Coane! A ; . 
Bi rtea by sec'y. to avoid delay. Alexander Marble, .D. 
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CHAS. PFIZER & CO., INC. AND SUBSIDIARY COMPANIES GED 













STATEMENT OF year ended December 31 
CONSOLIDATED EARNINGS 1959 1958 


and Summary of Earnings Retained and 
Employed in the Business 








Net sales ... a re 2 cert Be a a ad $253,672,721 $222,726,103 





CCU OUUE Si eks.8eecnks psa eee oe Lot . eee $125,119,447 





$105,915,659 












Research and development expenses..................45 13,682,319 11,050,325 


Selling, general and administrative expenses ......... shes 81,819,766 * 71,359,482 


$220,621,532 $188,325 ,466 














ESTHUNES TION COGTMIONS 28 8 aT. wre he $ 33,051,189 $ 34,400,637 
Cuber tacome *. 8 OOP oe S uhere Pe ee eee x 7,189,046 6,483,904 
$ 40,240,235 $ 40,884,541 

Cee eae ci. bk. Fi We. Svs PES, Bes BS 5,027,280 4,019,397 





Earnings before provision for taxes on income ........... $ 35,212,955 $ 36,865,144 





Provision for taxes on income—Note 2: 









Fadocel cannes OR INOUE 6556 ss ae. 8550 Oe $ 4,425,000 





$ 9,800,000 




















FOr@igh tRRO0 OR MIOOTNS. ..oo.c. osiccaisie cen s WD vo ode ie * §,925,000 3,100,000 


$ 10,350,000 § $ 12,900,000 


svateie § $ 24,862,955 $ 23,965,144 





Net earnings for the year—Note 3 


Earnings retained and employed in the business at 
eee ear eee ene 96,166,522 84,453,001 


$121,029,477 $108,418,:45 








Cash dividends paid: 


Cumulative preferred, initial series 342%, 
OIG 6 ciis uo es + 9 rics Adee Mme aee + 0d $ 20,640 $ 20,818 


Cumulative second preferred, initial series 4%, 


$4.00 per share ......5.... chee th rece Se Shecs eee 129,559 143,859 
Common, adjusted for 3-for-1 stock split in 1959, 
$.80 per share in 1959 and $.75 per share in 1958 ...... 13,020,976 12,086,946 


$ 13,171,175 $ 12,251,623 








Earnings retained and employed in the business at end 
CON Sestas teen ‘ETO 5 kv ath best here $107,858,302 $ 96,166,522 









See explanatory notes on page 34 which are an integral part of this statement. 
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EXHIBIT 380 
(Presented by John McKeen) 


SCHEDULE A 


EFFECTIVE FEDERAL AND NEW YORK STATE TAX RATE 
ON SPECIFIED SALARIES (Assuming Prior Taxation of Dividend 
Income) FOR YEAR 1955 THRU 1959 


(1) (2) (3) (4) (5) 


Assumed Income Taxes Salary and Income Taxes Effective Rate Of 
Dividend on Dividend % Bonus On Salary and Tax on Salary and 
Year Income Income Received % Bonus % Bonus Received 


1955 $ 69,869 $32,865 $125, 000 $ 97,120 717.7% 
1956 78, 885 38, 925 125, 000 98,972 79, 2% 
1957 103, 221 56, 269 125, 000 103, 236 82, 6% 
1958 108, 794 58, 586* 125, 000* 104,173 83, 3% 
1959** 106,800 59, 695 200, 000 171, 316 85. 7% 


* No New York State income tax in 1958, 
** There was no deferral of income in 1959, 


NOTE: 


The effective rate of tax was arrived at by first calculating the tax on Dividend 
Income and then the tax on Grogs Income, consisting of Dividend Income, Salary and 
Pergentage Bonus, The difference between the two taxes represents the tax applicable 
to Salary and Percentage Bonus as shown in Column 4, The Effective Rate of Tax on 
Salary and Percentage Bonus, Column 5, represents the ratio of Taxes on Salary and 
Percentage Bonus, Column 4, to the Salary and Percentage Bonus Received, Column 3, 


Stock Holdings 


As of today, I own 129,500 shares of Pfizer common stock, which if valued at $30 
per share amounts to $3,885,000, I have obtained 13,500 ahares of common stock on 
the basis of an employee stock option plan, The number of shares of common stock 
that I obtained on this plan is 11, 6% of my present Pfizer holdings, I am entitled to 
purchase an additional 7,002 shares at $20.59 each. Pick up by 3/31/63, 
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JOHN _E. McKEEN 


John E. McKeen, President and Chairman of the Board of Chas. Pfizer & 
Co., Inc., hae been associated with Pfizer throughout his entire business 
career, 

Born in New York City on June 4, 1903, Mr. McKeen is a graduate of 
the Polytechnic Institute of Brooklyn. In 1926, the day after he received 


his degree in chemical engineering, he joined Pfizer, Starting as a 


control chemist, he worked his way up through the company ranks to become 


the Company's seventh president since the firm began in 1849, 

Early in his career at Pfizer, Mr. McKeen was appointed a process 
development engineer and worked closely with the engineering, research 
and development departments, Later he became an assistant department head. 

In 1935, he was appointed head of one of the manufacturing departments, 
and three years later he became assistant superintendent of Pfizer's 
Brooklyn plant, 

In 1942, Mr. McKeen was appointed superintendent of the Brooklyn — 
Throughout World War II, when great demands were placed ‘pen Pfizer's 
manufacturing resources, Mr. McKeen directed the expansion of plant 
operations needed for production of critical chemicals and the antibiotic 
penicillin. Pfizer was the leading producer of penicillin during World 


War II, supplying a major portion of the drug used by the Allies. 
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In 1944, Mr. McKeen was appointed to the Board of Directors, a year 
later was elected a Vice President, and in 1948, became Executive Vice 
President. He was elected President of Pfizer in September, 1949. 

Mr. McKeen was 46 years old at the time. In December 1950, he became, 
in addition, Chairman of the Board. 
The Pfizer president holds honorary Doctor of Laws degrees from Long 


Island University and St. John's University in Brooklyn, and an honorary 


Doctor of Engineering degree from his alma mater, Polytechnic Institute of 


Brooklyn. In 1958, he was awarded an honorary Doctor of Agricultural 
Sciences degree by the Catholic University of the Sacred Heart in Milan, 


Italy. 


Following is a list of Mr. McKeen's awards and civic, professional 
and scientific affiliations: 
Awards: 


Order of Vasco Nunez de Balboa, Panama - July 1, 1953. 

Annual Good Will Award, Filipino Youth Organization of N. Y. - Nov. 21, 1953. 

Grand Cross and Ribbon of the Order of Honor and Merit, Cuban Red Cross, 
Havana, Cuba - Mar. 4, 1954. 

Order of Merit of Bernardo O'Higgins, Santiago, Chile - Oct. 1954. 

Citizen of Quito, Ecuador, by Society of Quitenos - Nov. 1954. 

French Legion of Honor, "Chevalier," Paris, France - June 9, 1955. 

Silver Medal, Hellenic Red Cross, Athens, Greece - July 8, 1955. 

Commander, Order of Merit of the Italian Republic, Rome, Italy - July 1955. 

Medaille d'Or de Leopold ler, Royal Academy of Medicine, Brussels, Belgium - 
June 15, 1956. 

Award of Merit, Philippine Federation of Private Medical Practitioners, 
Manila - Dec. 12, 1956. 

Honorary Member, Philippine Public Health Assn., Manila - June 25, 1957. 

Selected by Forbes Magazine as one of the 50 Foremost Business Leaders in 
the U. 8. - 1957. 

Golden Cross with Olive Leaf, Hellenic Red Cross, Athens, Greece - Oct. 7, 1958. 
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Membership in Scientific and Business Organizations: 


American Chemical Society 

American Institute of Chemists 

American Institute of Chemical Engineers 
Chemists Club of New York 

Sigma Xi (National Scientific Research Society) 
New York Academy of Sciences 

Marine Historical Association, Inc. 
Columbia University College of Pharmacy 
American Ordnance Association 

Armed Forces Chemical Association 
American Institute of Management 


Honorary Memberships: 


American Institute of Chemists 

College of Pharmacists & Chemists, Bogota, Colombia 

Meritorious Associate, Sociedade das Ciencias Medicas, Lisbon, Portugal 
New York Academy of Sciences - Fellow 

Albert Gallatin Associates of New York University 

Philippine Public Health Association 


Membership on Boards and Cormittees: 


BROOKLYN CHAMBER OF COMMERCE: Member of Board of Directors - 
Aug. 2, 1950. 
Member of Executive Committee - 
June 18, 1951. 


HEALTH INFORMATION FOUNDATION: Member of Board of Directors - 
May 29, 1950. 
Member of Executive Committee - 
Sept. 21, 1955. 
Member of Finance Committee - 
Nov. 1, 1956. 


SPIES COMMITTEE FOR CLINICAL RESEARCH: Board of Directors - Aug. 14, 1950. 


INDUSTRIAL HOME FOR THE BLIND: Member of Board of Trustees - 
Mar. 28, 1951. 


8ST. JOHN'S UNIVERSITY COUNCIL: Nov. 30, 1953, 


NATIONAL FUND FOR MEDICAL EDUCATION: Member of Drug & Pharmaceutical Cte. - 
April 1, 1954, 
Chairman - 1957-1959. 
Trustee - June 2, 1959. 
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POLYTECHNIC INSTITUTE OF BROOKLYN: Member of Board of Trustees - 
Oct. 25, 1956. 

Member of Funds & Investments Cte. - 
Oct. 25, 1956. 

Member of Nominating Cte. - Oct. 1958. 
Member of President's Associates - 
Nov. 24, 1958. 



















NEW YORK CITY BOARD OF EDUCATION'S 
ADVISORY CTE. ON SCIENCE MANPOWER: Member - February 28, 1956. 





PHARMACEUTICAL MANUFACTURING Member of Board of Directors - 
ASSOCIATION: May 24, 1958. 
















WORLD REHABILITATION FUND, INC.: Member of Board of Directors - 


June 2, 1958. 






NEW YORK STATE CITIZENS COMMITTEE 
FOR THE PUBLIC SCHOOLS: Chairman, Chemical Section - July 1958. 


LAFAYETTE FELLOWSHIP FOUNDATION: Member of National Sponsoring Cte. - 
July 21, 1958. 





















AMERICAN FOUNDATION FOR Member of Board of Directors - 
PHARMACEUTICAL EDUCATION: March 5, 1959. 


THE ADVERTISING COUNCIL: Member of Industries Advisory Cte. - 
Merch 25, 1959. 


Past Memberships: 


Polytechnic Research & Development Co., Inc. - Member of Board of Directors - 
1947-56 


Munitions Board - Drug Resources Industry Advisory Cte. - 1950-52 






Manufacturing Chemists Assn. - Member of Board of Directors - 1950-54 
and 1955-58 


Member Executive Cte. - 1952-54 





Office of Price Stabilization, Chemical Industry Advisory Cte. - 1951-53 






World Medical Assen. - Member of Board of Directors -. 1951-57 


Member of Executive Cte. - 1954-57 





National Vitamin Foundation - Vice President - 1952-54 
Member of Board of Governors - 1952-54 
Member of Executive Cte. - 1953-54 
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Robert C. Warner, M.D., ie an associate medical director of the Pfizer 
Laboratories Division of Chas. Pfizer & Co., Inc. 

He directs the clinical evaluation of certain Pfizer drugs, including 
Diabinese, and reviews marketing and promotion plans for the products. He 
is also responsible for the medical accuracy of all product statements, 
serves as a liaison between the company and outside physicians, and assists 
in the company's training program. 

Dr. Warner received an M.D. degree in 1955 from the University of 


Nebraska College of Medicine and interned the following year at the Ohio 


State University Hospital. He also holds an A.B. degree from the University 


of Nebraska. 

He served as Flight Surgeon in the U.S. Air Force from 1956 to 1958 
and prior to joining Pfizer in August, 1959, was a resident physician at 
the Veterans Administration Hospital, Des Moines, Iowa. 


Dr. Warner is married, has one child, and lives at 34 Elm Street, 


Woodbury, New York, 
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ROBERTS M, REES, M.D, 


Dr. Roberts M. Rees, associate medical director os Pfizer Laboratories 
Division of Chas. Pfizer & Co., Inc., directs medical activities west of 
Chicago. In addition to supervising the clinical investigation of new 
Pfizer products, Dr. Rees maintains close liaison with hospitals, medical 
schools, teaching groups, clinics and private practitioners, providing them 
with the latest information on pharmaceutical research and development. 

Born in Akron, Ohio, Dr. Rees took pre-medical training at Duke University 
and received his M.D, degree in 1945 ftom Temple Medical School. Following 
two years of service with the U.S. Navy Medical Corps, he served as assistant 
resident in neurology and a resident in medicine at University Hospital, 

Ann Arbor, Mich., and later became an instructor in medicine at the University 
of Michigan School of Medicine. 

In 1952 he entered private practice, first in Akron, Ohio, and later in 
Beverly Hills, California. While practicing in California he was clinical 
instructor of medicine at the Medical Center of the University of California 
at Los Angeles. He joined Pfizer in July, 1958. 

Dr. Rees is a member of the American Federation of Clinical Research, the 


Los. Angeles County Medical Association, the California Medical Association and 


the American Medical Association. 


He and his wife and two children live at 315 S. Westgate Avenue, Los 


Angeles. 
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CURRICULUM VITAE 


George John Hamwi, B.B., M.D.; M.38. 


2367 Club Road, Columbus 21, Ohio {eer} 
University Hospital, Columbus 10, o (business) 


Borns July 23, 1914, New York, New York 
PRE MEDICAL EDUCATION 


’ Columbia University, 1932-1935. 
American University of Beirut, 1935-1936, B.8. 


MEDICAL EDUCATION 
American University of Beirut, 1936-1940. 
POST GRADUATE APPOINTIHENTS 


Rotating Internship: Metropoli Hospital, 
New York City, August, 1940 - June 30, 1941. 


Internship: Presbyterian Hospital, . Philadelphia, 
Pennsylvania, June 30, 1941 + March, 1942. 


Military Service: USNR - Maroh, 1942 - july, 1946 
Flight Surgeon. . 


Resident and Graduate Student in Pathology, 
Ohio State University, 1946 - 1947, M.8. 


Chief Resident in Medicines §8t. Francis 
Hospital (03) 1947-1948, 


Fellow in Medicine: Section of Endocrinology and 
Metabolism, Cornell University, College of 
Medicine, and New York Hospital, 1948-1949, 


Assistant Professor in Medicine: Section of 
Endocrinology and Metabolism, Department of 
Medicine, College of Medicine, Ohio State 
University, July 1, 1949 - July 1, 1951. 


Associate Professor of Medicines Chief of Division 
of Endocrinology and Metabolism, Department 
of Medicine, College of Medicine, Ohio state 
University, July 1, 1951 - June 3, 1956. 
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Professor of Medicine: Chief, Division of 
Endocrinology and Metabolism, Department of 
Medicine, College of Medicine, Ohio State 
University, July 1, 1958 - present. 
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Born: Teey, Kanses @ Fed 2, 1902 
Education: A.B,, University of Kansas, 1922 
A.M., University of Kansas, 1923 
K.D., Harvard University, 1927 
Interne - Johns Hopkins Hospital 1987-1928 
Resident in Medicine - Mass. General Hospital 1986-1930 
Moseley Traveling Fellow - Harvard Medical Schoel 1930-1932 


Since 1932 in practice of medicine in Boston 


Now Physician, Joslin Clinie ont ant tow Rngland Deseomess Hospital 


Boston, Mass, — 
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SAMUEL D. LOUBE, M. D. 
PARK LANE BUILDING 
2025 EYE STREET, N. W. 
WASHINGTON 6, D. C. 


SAMUEL D. LOUBE, Me De 


Graduated 1943, Me De, George Washington School of 
Medicine, Washington, De C. 1943-1946 — Interne, 
Assistant Resident and Senior Resident in Medicine, 
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Hospital, Cincinnati, Ohio. Associate in Medicine, 
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Exchange of letters between Senators Kefauver and Dirksen on drug 
hearings 
Everett McKinley Dirksen 4931-4 
GLlinois 
United States Senate 
Minority Leader 
April 29, 1960 























The Honorable Estes Kefauver 
Chairman, Subcommittee on Anti-Trugt and Monopoly 
Comittee on the Judiciary 

United States Senate 

Washington, D. C. 


Dear Mr. Chairman: 


I believe a disturbing situation has developed in connection with the 
so-called drug hearings of the Subcommittee which would make it prudent 
and advisable to discontinue further hearings until the Subcommittee 
has hed an executive session to discuss the problem. 


Wheat I refer to is the issue of conflicting medical testimony in open 
session as to the efficacy of a particular drug. I regerd it asa 

highly delicate issue, first, because it is doubtful whether the Judicia 
Committee has jurisdiction over matters of this kind, secondly, because 
of the possible impact on the faith of the consuming public in a par- 

ticular drug, third, because of the possible impact on faith in physi- 
cians who may prescribe such a drug. 








Members of the Committee certainly cannot esteem themselves as experts 
in the field of evaluating the efficacy of any particular drug notwitb- 
standing the testimony which might be presented, and I am genuinely 
fearful that if the Subcommittee proceeds in this direction incalculable 
harm might result. 


ing drugs to the general public and permitted advertising to the med- 

,ical profession under certain conditions inasmuch as this profession 
must prescribe such drugs, and its members are by training and back- 
ground capable of making evaluations as to the therapeutic quality of 
any given drug. 


( The Congress specifically precluded drug manufacturers from advertis- 


Congress certainly had a valid reason for imposing this limitation, 

because they knew that the public was not in a position to adequately 
evaluate the effect of any given drug or pharmaceutical preparation. 
If it is the intention of the Subcommittee to proceed in this directio 
it should be done in executive session and certain guidelines and lin- 
itations should be established so that the Subcommittee does not expose 
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The Honorable Estes Kefauver April 29, 1960 


itself to sharp criticism for venturing into a field which bears no 
direct relationship to the general cause of pricing, administered 
prices, monopoly, concentration, etc. I trust, therefore, that be- 
fore we proceed further in this field that you can convene a meeting 


of the Subcommittee in executive session for the purpose of discussing 
this matter. 


Sincerely, 


Everett McKinley Dirksen 
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May 2, 1960 


Honorable Everett McKinley Dirksen 
United States Senate 
Washington, ae Cc. 


Dear Everett: 


Your letter of April 29 was not delivered to ay office until 
late Friday afternoon, after I had departed for Tennessee, As I did not 
return to Washington until late Sunday evening, this is the first 
opportunity that I have had to answer you. 


I note in your letter, as well as in the press, that you object 
to further consideration of the problem of side effects of Diabinese in 
open hearings, contending that the matter should be discussed in executive 
session, In ay opinion you have missed the point vith respect to the 
consideration of side effects by the Subcommittee, In so far as the 
Antitrust and Monopoly Subcommittee is concerned it appears to as that 
the issue is not whether one drug is superior medically to another. 

The issue is whether advertisements for a drug, and in this instance 

for Diabinese sold by Pfiser, are excessive in their clains of efficacy 
and give inadequate information on possible injurious side effects, vith 
the result that fair competition is destroyed. 


From the hearings thus fer it is clear that of all the factors 
making for the commercial success or failure of an ethical drug, none 
is more important than the information’ received by physicians concerning 
its side effects, The importance of this is recognised not only by 
drug companies themselves ut by large bankers and investasrt houses. 
You will recall that documents have been made a part of the record 
indicating that many of the nation’s largest commercial banks and in- 
vestment compenies, in deciding how to invest funds, attach great 
importance to what they heer about a new drug's side effects, It would 
appear from the record that commercial success in the ethical drug industry 
is not necessarily measured in some cases by the company with the best 
and safest drug but to the firm which is least restrained in its advertising. 


a es wm neenes oo 2 2 
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Page Two 


In ay opinion, quite apart from the question of its effect on public health, 
this situation has a profound influence on the structure of the industry, 
with particular reference to the positics. of smaller companies apd of 

those large firms exhibitirg a greater sense of responsibility to the 
medica) profession in their advertising olains. 


Fer from being irrelevent te the Subcomittee’s inquiry, 
question of misleading edvertising lies et the hear of how significent shares 
cf the sarket are obtained and vhether fair competition is to prevail 
aid, thorefore, te Jupcommittee should, end must, pursue this subject in 
ite inquiry. 


I cannot agree with you that for the fubcomittes to procesd 
further along the line of the oral anti-diabetic hearings, incaloulable 
harm might result. I ac not think that the public would be harmed aerely 
because differences of opinion aight be expreseed Uy medical experte who 
appear before it. The fact of the matter is, the very opposite aight 
occur. You will recell that experts who have tims far appeared befere 
the Subcommittees ox this subject matter have stated that, with respect 
to amti-diabetic drugs, it is very important to have an understanding 
of the patient to vhom the drug is being adainistered. 


c 


I think ir your letter you have alsconstrued Section 15(a) 

of the Federal Trade Commission Act. The only exelusica in this sectica 
with respect to advartising is with respect to gsdvertising disseminated 
only to members of the medical profession and which does cenmtais a false 
representation of «a aaterial fact. In other words, afvertis te the 
physician is challergeable by the Federal Trade Commisaion if it esonteins 
falee representation of a material fact. Under this very section, the 
Federal Trade Commission is presently proceeding against the Pfiser Company 
with respect to advertising representetions to the effect thet prosinent 


doctors exdorsed one of ite products, vher ir truth and effect, ne gush 
doctors ever existed. 


It 1s currertly featured ix virtually every efvertisemest by 
Pfizer for Diabinese that it is “frees frum signifieamt ineidenss of 
serious side effects." This t, of represertetics is the very era 
of tbe controversy row before Sabcommittes. This claim was ghallenged 
by both Dr. Delger amd Dr. Marble. 


Although I do not agree with you thet the Subscmmittes shoulé 
Lot proceed es presently planned ir opez hearizg, as requested by you, 
1 excesvored to Lave a Subcommittee meeting this morning ix keon 9.34 
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G ©) Say 
Honorable Everett Mok D May 2, 1960 
Page Three 


of the Capitol, immediately after the Judiciary Committee meeting, in order 
to discuss this matter, Although there was a quorum of the Subcommittee 
present and the consensus of opinion was expressed that the Subcommittee 
should continue with open hearings, no formal action was taken by the 
Subcommittee due to your absence end out of deference to the fact that 
you were not present to express yourself. In view of this, it is planned 
to proceed with the hearings, es announced, at 9:15 tomorrow morning, 


With kind personal regards, I an / 


Sincerely, 
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ADDITIONAL STATEMENT 
By 
—Dr._Henry Dolger__ 
The rather violent interruption of my presentation by the Pfizer 
representatives concerned the sentence relating to the FDA application. 


Examination of that statement reveals that I felt that the 2,000 case 





reports submitted to the FDA included 43 deaths and a number of instances of 


jaundice. I did not say, or even intimate, that the 43 deaths were all, 





or in part, due to the drug. The statement was meant to indicate that the 


FDA should have been alerted and suspicious when such a high mortality could 





be presented in 2,000 random cases. The figure, 43 deaths, was derived by 
me by an extrapolation from the basic data of Dr. Loube's analysis of the 
original data. He found 23 deaths in the first 413 case reports. It was 


impossible for him to examine the remaining 1,500 case reports except by 







sampling. The actual number of deaths in this group mest await complete 
analysis of the entire case series, although at this time Pfizer concedes 


that the number is 35. In any event, the Pfizer representatives admitted 





that 4 of the deaths in the first 413 patients attributable to the drug 










"might have been avoidable." These included 2 deaths from low blood sugar 





and 2 deaths from jaundice. It would seem to me that 4 deaths or 2 deaths in 







413 patients should have been a deterrant to the acceptance by the FDA. As 


a matter of fact another drug, Carbutamide, was withdrawn from clinical 








trial by Eli Lilly & Co. for less frequent toxicity. This company had also 
undergone a study of chlorpropamide on its own and discontinued the study 


because of reluctance to explore an agent with such toxic effects. 
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In their statement the Pfizer representatives admitted to knowledge 
of 29 cases of jaundice so far and that they knew of no similar damage to 
the liver with tolbutamide. The 4 deaths and the 29 known cases of jaundice 
should be apparent to all as an indictment of the drug for wide public use. 

In reply to my presentation of a case of jaundice published in the April 
issue of the American Journal of Medicine, the Pfizer representatives stated 
that the final note at the time of discharge of the patient did not allude 
to the drug chlorpropamide as being responsible for the jaundice. The 
article was titled in direct accusation of chlorpropamide as causing the 
jaundice and was signed by four members of the Hospital attending staff. 
The discrepancy indicates the lack of medical experience of the Pfizer 
representatives, since from time immemorial the final notes on ward patients 
are dictated by internes or residents, often long before. the final diagnostic 
material is available. No mature physician on the attending staff regarded 
this patient as having anything other than jaundice due to chlorpropamide. 

In relation to a letter from Dr. James M. Moss introduced into the 
record by Senator Dirksen, may I quote from Dr. Moss' article in the Journal 


of the American Medical Association of November 28, 1959. Less than six 


months ago Dr. Moss said, “Chlorpropamide and metahexamide have been 


recommended for the treatment of patients experiencing secondary failure of 
response to tolbutamide and elicit a beneficial response in 20% of these 
patients. This response is often poor, however, and requires administration 
of large doses of the drug, with a definite, increased risk of liver damage. 
Because of the increased toxicity of the newer drugs their use should be 


restricted to the patient who has failed to respond to adequate doses of 
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tolbutamide. We have never seen harm come from the administration of 
tolbutamide." I believe, despite the apparent opposition to me, he is saying 
the same thing as I have stated with a little less emphasis. 

I had planned to show two slides. The first, figure 3, attached to this 
statement, indicates the range of action of the two compounds, chlorpropamide 
and tolbutamide, and displays their identical area of susceptible or 
responsive diabetic patients so that no superiority of one drug over the other 
for this population can be deduced. In table I, also attached, I indicate 
four positive areas of side effects and toxicity for chlorpropamide -- those 
are, 1) gastrointestinal intolerance, 2) liver damage, 3) severe hypoglycemia, 
4) neurological effects. In none of these areas is tolbutamide implicated. 
Therefore I concluded, "In comparing the side effects and toxicity for the 
newer oral agents with the area of population covered by the therapeutic 
spectrum, it should become apparent that the maximum therapeutic effects 
with maximum safety is to be found in tolbutamide.” 


I was further prepared to quote from the journal, Diabetes of March-April 


1960, wherein Dr. Lindeman described the hazard of hypoglycemia. He reported 


hat a patient who had taken one gramme of tolbutamide for eight months 
successfully was switched one day to chlorpropamide because the hospital 
pharmacy had run out of the original tolbutamide supply. After nine days of 
chlorpropamide given in 500 milligram doses each day, the patient became 
unconscious and remained in the recurrent state of severe low blood sugar 
for thirty-six hours despite discontinuance of the drug and administration of 
intravenous sugar. He estimated the incidence of this hazard, hypoglycemia, 


as 4% in 1500 patients using chlorpropamide. 
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It is obvious that if a simple switching of two drugs is fraught with 
such a danger of hypoglycemia, insufficient warnings regarding this increased 
effect of chlorpropamide have not been characteristic of the promotional 
material. 

In recapitudation, the example of an antibiotic, chloromycetin, would be 
an ideal illustration of the current problem. fS00n after the introduction 
of this particular antibiotic, a number of serious blood dyscrasias, for 
instance aplastic anemia, were discovered. The drug was definitely recognized 
as the cause of these reactions and a campaign of education was initiated. 
Currently this antibiotic is being widely used because it is unique and 


specific for certain strains of bacteria which no other antibiotic can 


approach. The physician in such an instance weighs the potential hazard, 


even remote, against the ultimate good and risks such a chance when the 
patient's life is at stake due to an infection by a germ which can only 
respond to this particular antibiotic. No such comparisén exists for 
chlorpropamide whose area of therapy is not unique since it duplicates that 
of tolbutamide, a safer drug, and consequently offers nothing of a special 
advantage. (Incidentally, a fatal case of agranulocytosis due to 
chlorpropaide has just been published in the New England Journal of Medicine, 
(May 28, 1960) ). Furthermore, neither of the oral agents can be considered 
life saving since insulin is really the only treatment for all diabetic 
emergencies. I feel, therefore, that the introduction of chlorpropamide 


was premature and that its current use indiscriminately is a public hazard. 





ADMINISTERED PRICES 


TABLE 1 


COMPARISON GF SIDE EFFECTS AND TOXICITY OF ALL ORAL AGENTS 


7 Tn 
‘Dosage ‘'Gastro- "Liver ' Severe ' Aceto- ' Neurological 
"Range in' intesti- ‘damage ' hypo- ‘nuria ' effects 
"mg. " nal intol-' ' glycemia ' : 

' erance : $ : ° 


. ee ee 


Tolbutamide *500-3000' 0 0 
' ' 


-f- 


0 


Chlorpropamide 1250-1000' 
' 


' 


Metahexamide * 50-250 
' 


0 


' 
' 
' 
' 
' 
' 
' 
' 


t 
' 
' 
' 
' 
' 
' 
' 
' 
' 


' 

' 

DBI (Phenformin)..!100-150 ' 
' ' 

1 


' 
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SUPPLEMENTAL STATEMENT OF 
ROBERTS M,. REES, M.D., AND ROBERT C. WARNER, M.D. 
CHAS. PFIZER & CO., INC. 
Submitted To 
SUBCOMMITTEE ON ANTITRUST AND MONOPOLY 
OF THE SENATE COMMITTEE ON THE JUDICIARY 
July 1, 1960 


° We appreciate this opportunity to comment upon the 
Additional Statement of Dr. Henry Dolger forwarded to Mr. McKeen 
with Mr. Dixon's letter of June 22. This Additional Statement 
certainly deserves comment since, like his original statement, 
it contains a number of inaccurate remarks and unwarranted 
conclusions. The truth is that when chlorpropamide is used 
where indicated and in proper doses it is a safe and effective 
drug. It is in widespread use by thousands of patients 
throughout the world. 

The first sentence of Dr. Dolger's Additional State- 
ment refers to the "violent interruption" of his presentation. 
It is inaccurate to characterize this incident as either 
violent or an interruption. At the point where Dr. Dolger's 
remarks concluded, on page 4761 of the transcript, he had 
just completed reading from his prepared statement. At no 
time during the reading of this statement did Mr. McKeen, 
either of us, or any other Pfizer representative make any 
effort to interrupt. When Dr. Dolger had finished his state- 
ment, the record shows on pages 4761-2 that Mr. McKeen requested 
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of the Chairman an opportunity to be heard and was granted the 
right to make a statement, as follows: 
(Conclusion of Dr. Dolger's statement ) 
"Mr. McKeen. Mr. Chairman, my name is John E. 
McKeen. I was a witness here this morning, president of 
Charles Pfizer and Company. Dr. Dolger has just made 
some very serious misstatements of fact, and in the inter- 


os of fairness I think they should be immediately re- 
ted. 


"A number of the reporters have already left the 
room, carrying his story with them. There should go a 
refutation immediately along with those same reporters. 
Otherwise the doctor-patient relationship with thousands 
of patients throughout this country is going to be very 
adversely affected and I ask Mr. Chairman, the right to 
bring up 3 doctors now to refute Dr. Dolger's statement 
eT: There is a very serious misstatement of 

act here. 


"Senator Wiley. Do you want to point out that state- 
ment? 


"Mr. McKeen. Ido, sir, ... ” (page 4761 of the 
transcript) 


As the record shows neither Dr. Dolger nor any member of the 
Subcommittee or of its staff objected to this request. 

Dr. Dolger asserts that he did not “even intimate” 
that the 43 deaths to which he referred in his statement 
(page 4745 of the transcript) were due to chlorpropamide. 
This is an astonishing suggestion in view not only of the 
language of Dr. Dolger's original statement but also in light 
of the reaction of the reporters. It was certainly predictable 
that if we had not immediately corrected the false impression 
which his statement conveyed, misleading headlines subsequent- 


ly would have appeared highlighting his statement that "despite 
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the inclusion of 43 deaths and a number of instances of 
jaundice the drug was passed for public sale", (Underscoring 
added. ) 

If Dr. Dolger did not intend to create the impression 
that these deaths were due to chlorpropamide, he should have 
welcomed the opportunity immediately to make this point clear, 
It is significant that during the course of the afternoon--with 
ample time and opportunity available--he did not do so, Indeed, 
since it was not a fact that the alleged 43 deaths were due to 


chlorpropamide, as Dr. Dolger now concedes, they were not rele- 


vant to an appraisal of the safety of the drug and should not 


have been used at all. The fact is, moreover, that the figure 
43 was entirely fictitious. Although presented by Dr. Dolger 
as a precise figure, it was, as he now concedes, nothing more 
than an extrapolation. 

Dr. Dolger states that "Pfizer concedes that the 
number is 35." There was nothing to concede since the figure 
has no significance. He fails to explain that of the more 
than 2,000 patients in question many were very old and others 
were suffering from severe organic diseases. The fact that a 
number of these elderly or severely i111 patients died during 
therapy from a variety of causes not connected with the drug 
is in itself of no relevance to the safety or efficacy of 
chlorpropamide. It is no more surprising than Dr. Hamwi's 
experience with tolbutamide which he described at page 4765 


of the transcript as follows: 
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". ... In our experience over the past three 


years in the use of tolbutamide, we have had 21 

deaths of people who have been taking tolbutamide 

at the time of their death. 

"But might I say by no stretch of the imagina- 

tion could we ascribe their death due to the fact 

that they were taking tolbutamide. It just happened 

they died of a number of other causes. Unfortunately 

the statement that Dr. Dolger made does not leave that 

impression. It leaves the impression that 43 patients 

died from the concomitant administration of this drug." 

The Additional Statement contends that, "4 deaths 

or 2 deaths in 413 patients should have been a deterrent to 
the acceptance by the FDA," ‘The 4 deaths to which he re- 
fers occurred in a total of over 2,000 patients, not 413. 
Moreover, as Dr. Dolger indicates, two of these deaths re- 
sulted from hypoglycemia. As Dr. Dolger himself testified 
at page 4758 of the transcript, hypoglycemia is not a true 
side effect but is a matter of overdosage. Of the remaining 
two deaths, one occurred in a patient who received up to 4 
grams daily of chlorpropamide, a dosage far in excess of that 
recommended by Pfizer; despite the excessive dosage, an 
autopsy failed to reveal any eVidence of chlorpropamide 
toxicity and the exact cause of death is unknown. The re- 


maining death was of a patient who had jaundice. The 


attending physician made the following statement with regard 
to this death: 


- - It is felt that had this patient reported 
to the clinic at the time she became ill, as she had 
been instructed, she probably would have survived, 
since she continued on sulfonylurea therapy from the 
onset of symptoms until admission to the hospital." 
anne of the New York Academy of Sciences, Vol. 74, 
Pp. 
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Dr. Dolger indicates that another drug company 
withdrew carbutamide even though it had less frequent side 
effects than chlorpropamide, suggesting that if carbutamide 
was withdrawn, chlorpropamide should never have been approved. 
The facts are that carbutamide is a drug which produces jaun- 
dice associated with irreversible destruction of liver tissue 
whereas the jaundice occasionally associated with chlorpropa- 
mide results from a reversible obstruction of bile flow. 


Chlorpropamide does not produce permanent damage to liver 













tissue. It was thus the severity of side effects, not the 


frequency of side effects, which caused carbutamide to be 
withdrawn from the market, as we are sure Dr. Dolger knows and 
as Dr. Loube indicated in his testimony (page 4882). 
In another reference to the same company Dr. Dolger 
states that the company discontinued its study of chlorpropa- 
mide "because of reluctance to explore an agent with such toxic 


effects." In this connection it is interesting to note what 





the company said in its New Drug Application on the basis of 








its experience with chlorpropamide: 






"Four hundred twenty one patients were treated by 
sixty-seven clinicians throughout the United States 
with chlorpropamide from a period of a few days to 

fifteen months. Reports show that chlorpropamide is 
an effective, safe oral hypoglycemic agent." 








The case reports submitted with this New Drug Application 
contained no instances of liver damage or jaundice. 

Dr. Dolger refers to a case reported in the American 
Journal of Medicine (Exhibit 346 at pages 4749-4755 of the 
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transcript) as one in which the jaundice was due to chlor- 
propamide beyond all doubt. We would like to point out again 
that the attending physician informed us that when the patient 
was discharged, the etiology of the jaundice was in doubt (page 
4792 of the transcript). Contrary to Dr. Dolger's statement 
that this information was obtained from hospital records, it 
was in fact provided to us in a report submitted at the re- 
quest of Dr. Dolger by Dr. Stanley H. Schneider. 

Furthermore, Dr. Dolger states that such reports are 


often made “long before diagnostic material is available." The 


fact is that this report was submitted to us on July 7, 1959, 


three months after the patient was discharged and at a time 
when all diagnostic materials should have been available, and 
included results of liver function studies and a report by 
Dr. Hans Popper on a liver biopsy specimen, 

Particularly significant are the following statements 
quoted from Dr. Schneider's report, a complete copy of which is 
attached: (1) "Enclosed is the case report on 

that Dr. Henry Dolger asked me to send to you. . 
(2) "Pt made slow recovery and challenge with Diabinese on 
4/2/59, 4/3, 4/4 with 0.050 gm resulted in no change in physical 
status or liver function tests" (3) "Discharged on 4/13/59 
with etiology of jaundice in doubt." The normal: difficulties in 
establishing a definitive diagnosis in this patient wére com- 
plicated by the fact that' the patient was also taking phenylbuta- 
zone, a drug that has been reported elsewhere to cause hepatic 


injury by one of the authors of the American Journal of 
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Medicine article. (Dec. 1959 issue of The Annals of Internal 
Medicine, page 1243). 

On page 3 of his Additional Statement Dr. Dolger refers 
to two tables which are attached to this statement in support of 
his contention that chlorpropamide has no superiority over 


tolbutamide, The fact is that chlorpropamide, which has a 


different molecular structure from the other sulfonylureas, is 


not only more effective than tolbutamide but has proven success- 
ful in a substantial number of patients who have had secondary 
failures to tolbutamide. The greater therapeutic effectiveness 
of chlorpropamide as against tolbutamide which has been repeated- 
ly noted over the several months since clinical trials were 
initiated has been recently emphasized in the scientific exhibit 
of Dr. Moss and associates at the June 1960 A.M.A. Convention. 
These investigators noted that chlorpropamide was effective in 
the control of over 40% of patients who had been tolbutamide 
secondary failures. Dr. Fineberg reporting in the June issue 
of The Journal of The American Geriatric Society (Volume 8, 

page 441) on his comparative study of tolbutamide and chlor- 
propamide further confirms the greater therapeutic efficacy 

of chlorpropamide, Reflecting the opinion of a panel of experts 
in the area of diabetes, the A.M.A. Counsel on Drugs has in 

its published monograph on chlorpropamide spelled out the 
therapeutic advantages of the drug. Moreover, chlorpropamide 
unlike the other sulfonylureas is not significantly metabolized 
in the body and is excreted slowly thus making possible the 
administration of a single daily dose in contrast to the more 


frequent administration necessary with other oral agents. 
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Dr. Dolger also argues that side effects occur 
with chlorpropamide in several areas in which tolbutamide 
is not "implicated", The medical literature indicates that 
Dr. Dolger is misinformed and that tolbutamide, which is con- 
sidered to be a safe and effective drug, has caused gastro- 
intestinal intolerance, skin eruptions, hypoglycemia and 


neurologic and hematologic reactions. 


(Brod, Blood scrasias Associated With Tolbutamide Therapy. 
Journal American Medical Association 171:200-7 (1959) 


Gelfand, Gastrointestinal Bleedi Duri Tolbutamide Thera e 


Journal American ca ssociation $ 3 
Dolger, Experience With the Tolbutamide Treatment of 500 Cases 
or Stabe es on an ulato sis, als w Yor cademy 
°o clences : - 3 aser, Further Experience With 


the Use of Sulfonylureas in Diabetes. als New York Academy 
or Sciences 7ITBOt=7 (1957); MeKendry et al., Experience with 
Tolbutamide (Orinase) in the ement o 0O Cases o 
pares che ae ag ere en eton Journal 77:429-38 
If the reference to Dr. Lindeman's article at the 
bottom of page 3 of the Additional Statement is intended to be 
a typical illustration of hypoglycemia caused by chlorpropa- 
mide, it would appear that Dr. Dolger has missed the point. It 
is noteworthy that the patient in question had been taking one 
gram of tolbutamide which is the lowest recommended dosage for 
this drug. The patient was then switched to a relatively high 
dosage of chlorpropamide which turned out to be an overdose, 
The hypoglycemic reaction was the same as if the patient had 


been given an overdose of insulin. 
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Dr. Dolger refers to a recent article in the New 
England Journal of Medicine concerning a case of agranulo- 
cytosis due to chlorpropamide in which the claim is made that 
this disease was the cause of the patient's death. However, 
according to information furnished to us, including the re- 
port of the pathologist who performed the autopsy and an 
account of the case by the medical consultant, a prominent 
diabetes specialist, the agranulocytosis was responding to 
therapy and was not responsible for the death. The exact 
cause of death is unknown, although hemochromatosis, a condi- 
tion not caused or aggravated by chlorpropamide, may have 
been involved. 

Overall it should be noted that Dr. Dolger's views 


concerning chlorpropamide are in sharp contrast to those held 


by 36 prominent physicians each of whom is acknowledged as an 


expert in the treatment of diabetes. Among these are the physi- 
cians who were in charge of each of the four death cases 
referred to by Dr. Dolger and the medical consultant mentioned 
above. Their statement which appears in full at pages 4609- 
4610 of the transcript states in part as follows: 


"Chlorpropamide is a useful oral hypoglycemic agent 
which in properly selected patients often provides effective 
control of blood sugar levels. Often its potency and dura- 
tion of effectiveness make possible satisfactory control 
with smaller or less frequent doses than would be required 
with other oral hypoglycemic agents. In some instances it 
provides satisfactory control when other oral agents have 
failed. The incidence of serious side effects is sufficient- 
ly low that the drug can be appropriately used in properly 
selected patients and with proper dosage. In fact, with ex- 
panding use the incidence of side effects has shown a 
Significant decrease. 


"Chlorpropamide is therefore a valuable addition to the 


category of drugs available for the treatment of diabetic 
patients." 
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Exuisit 349 


Intrahepatic Cholestasis Following 
Administration of Chlorpropamide’ 


Report of a Case with Electron Microscopic. Observations 


JosepH REICHEL, M.D., STANLEY B. GOLDBERG, M.D., Max ELLENBERG, M.D. 
and FENTON SCHAFFNER, M.D. 


New York, New York 


HLORPROPAMIDE (P-607, Diabinese®), like 
C tolbutamide [7] an arylsulfonylurea deriva- 
tive, is a new oral hypoglycemic agent recently 
introduced into clinical practice [2-9]. The 
present report describes the occurrence of 
intrahepatic cholestasis, simulating extrahepatic 
biliary obstruction, following use of this drug. 

Chlorpropamide (1-[p-chlorobenzenesulfony]]- 
3-propylurea) differs from tolbutamide in that a 
chloride ion replaces the methyl group in the 
para position, and the side chain includes a 
propy! rather than a butyl group. The drug is 
slowly excreted in the urine [70]. 

The production of intrahepatic cholestasis 
with biliary tract obstruction by the administra- 
tion of drugs has been noted frequently in recent 
years (77). The drugs implicated include 
arsphenamine [72], methyltestosterone [73,74], 
methimazole [75], thiouracil (/6], para-amino- 
benzyl caffeine hydrochloride [77], dinitro- 
phenol [72], cinchophen [77], sulfadiazine [78], 
para-aminosalicylic acid [79], norethandrolone 
(Nilevar®) [20,27], and very prominently, chlor- 


promazine [22-28]. More recent reports asso- ~ 


ciate cholestasis with promazine, mepazine 
(Pacatal®) [29], chlorothiazide [30], ectylurea 
(Nostyn®) [37], Carbarsone® [32] and prochlor- 
perazine (Compazine®) [33]. 

The clinical picture is one of obstructive 
jaundice, with laboratory findings of increased 
serum alkaline phosphatase and total cholesterol. 
Evidence of hepatocellular damage does occur, 
as indicated particularly by early serum glutamic 
oxaloacetic transaminase elevations and brom- 
sulphalein retention, but may be minimal, 
transient, and not noted in routine diagnostic 
studies [34,35]. Such findings have been demon- 


*From the Departraents of Medicine and 


, The Mount Sinai 


strated particularly in the investigation of 
intrahepatic cholestasis due to norethandrolone 
[27,36]. Pathologically, the essential feature is 
increased stasis of bile, most marked in the 
centrolobular area, with bile pigment in liver 
and Kupffer cells, and bile thrombi in canaliculi 
[23,27]. Periportal and periductular cellular 
infiltration, at times eosinophilic, is variable in 
occurrence. It is typically absent in cholestasis 
associated with methyltestosterone, norethan- 
drolone, para-aminobenzy| caffeine hydrochlo- 
ride, methimazole and sulfadiazine [37]. There 
may be minimal cellular changes, some of these 
secondary to bile stasis; feathery degeneration 
and multinucleated cells are seen. This picture is 
typical of intrahepatic cholestasis but may also 
be found in cases of extrahepatic biliary tract 
obstruction. However, the presence of hydro- 
hepatosis, manifested by dilated bile ducts, bile 
extravasation and bile infarcts, is pathog- 
nomonic of obstruction of the extrahepatic 
biliary tract [38]. 

Hepatotoxicity has been previously reported 
in association with the administration of chlor- 
propamide. In a series of 1,819 cases collected 
from the literature, fourteen cases of damage to 
the liver have been noted [39-46]. There is 
evidence from the material available that in 
nine patients a picture of intrahepatic cholestasis 
developed, giving a total incidence of 0.5 per 
cent [39,40,42,44-46]. Inasmuch as chlorpropam- 
ide is increasingly used in the management of 
diabetes, the importance of calling attention to 
this manifestation, sien surgical explora- 
tion for extrahepatic biliary tract obstruction, is 
obvious. 

Other reported side effects have been nausea, 


New York, New York. This 


study was supported in part by grant A3038 (Path.) from the U. 8. Public Health Service. 
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TABLE 1 
RESULTS OF HEPATIC TESTS DURING COURSE OF JAUNDICE AND AFTER CHALLENGE DOSES OF 
TOLBUTAMIDE AND CHLORPROPAMIDE 


Serum 


Date (1959) Total Alkaline 


Bilirubin | Phosphatase 
(mg. %) | (K.-A. units) 


Total 
(mg. %) (uni 


30 26.2 
Baws 23.5 
24 21 
19. 22.2 
19. 21.9 
12. qeee 
13. 19.8 
9. 19.0 
6. 17 
3, 14 
2. of. 
12. 
3, 


Cholestero! | SGO-T 
units) 





Tolbutamide on 3/28, 3/29 





224 | 
236° | 


Chlorpropamide on 4/2 to 4/5 


69 
60 


anorexia, dizziness, dermatitis, albuminuria, 
leukopenia and thrombocytopenia. Many toxic 
reactions have occurred at high dosage levels, 
exceeding 1 gm. per day, with subsidence on 
reduction or cessation of therapy [5,47]. 


CASE REPORT 


D. J., a sixty-seven year old white housewife, was 
admitted to The Mount Sinai Hospital for the first 
time on January 3, 1959, with the chief complaint of 
itching of two weeks’ duration. The patient had had 
diabetes mellitus for seventeen years, most recently 
treated with 35 units of NPH insulin daily. Urine » 
specimens tested at home showed 1-2 plus glycosuria.” 
In August 1958 the patient had nausea, vomiting, 
arthritic pains and depression, and was given 2-hy- 
droxy-2-phenyl-ethyl carbamate (Sinaxar®) in Sep- 


tember. In October, because of persistence of symp- 
toms, administration of methocarbamol (Robaxin®) 
was started, and Sinaxar was discontinued. The daily 
insulin requirements at this time were 50 units Lente, 
20 units regular. On October 24, 1958, administration 
of phenylbutazone was started and Robaxin was dis- 
continued. On October. 31 therapy with chlor- 
propamide (Diabinese®), 0.25 gm. twice a day, was 
begun, and continued until November 28 when the 
patient had symptoms of weakness and vomiting. At 
this time digitoxin was prescribed for atrial fibrilla- 
tion. Two weeks prior to admission (about December 
15, 1958) pruritus was noted, with dark urine, nausea, 
malaise, anorexia and clay-colored stools. 

No history of intolerance to fatty food, exposure t. - 
hepatitis, virus, ingestion of iproniazid, 
zine or other hepatotoxins was elicited. There were no 
past blood transfusions or history of disease of the 
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Fic. 1. A, biopsy specimen of liver showing bile thrombus (smal! arrow) and liver cell undergoing 
feathery degeneration. Hematoxylin and eosin. Original magnification X< 240. B, inflammatory 
cellular infiltration of portal tract, increased number and size of Kupffer cells and numerous glyco- 
gen-filled nuclei in lobular periphery (arrows). Hematoxylin and cosin. Original magnification X 63. 


Fro. 2. Electron micrograph of two hepatic cell mito- 
chondria with inclusion arranged as a cluster of short 
parallel lines (small arrow) or long parallel bars (large 
, arrow). Original magnification X 120,000. 


gallbladder. The review of systems was non-contribu- 
tory. Intermittent claudication was recently noted. 
The patient had undergone tonsillectomy ten years 
before. There were no pregnancies. Postmenopausal 
bleeding was absent. 

The patient was born in Hungary, smoked moder- 
ately, took no alcohol, and ate a balanced diet. 

The patient was a well developed, icteric, lethargic 
and irritable white woman. Physical examination 
disclosed a blood pressure of 130/70 mm. Hg; pulse, 
88 per minute; respirations, 14 per minute; tempera- 
ture, 99.6°r. Xanthelasma were absent. The fundi 
showed arteriolar narrowing, bilateral pinpoint and 
flame hemorrhages, yellow exudates and micro- 
aneurysms. The patient was edentulous. The antero- 
posterior thoracic diameter was increased, with 
diminished breath sounds at the bases. The heart was 
enlarged to the left, the rhythm was regular with 
occasional premature contractions. A grade 3 
holosystolic decrescendo murmur was heard at the 
apex and precordium. The liver was palpated 1 cm. 
below the right costal margin; the edge was smooth 
and mild shock tenderness was present in the right 
upper quadrant. The spleen was not felt and no 
abdominal wall tenderness, guarding or rebound was 
elicited. No pulses were palpable below the femorals. 
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Fra. 3. A, electron micrograph showing disrupted and cystic endian reticulum (small arrows) 


and dilated bile canaliculus filled with dense material, 


ly bile (large arrow). The nucleus 


presumabl 
is labeled N, Original magnification X 10,000. B, undilated bile canaliculus with shortened and 
ular microvilli (arrows) which are fewer in number than normal. Original magnification X 32,000. 


The ankle jerks were absent. The skin was icteric, and 
excoriated papules were seen on the neck, chest and 
arm. Soft lymph nodes, 1 cm. in diameter, were felt 
in both axillas. Rectal examination revealed no masses. 

The laboratory data were as follows; hemoglobin, 
14 gm. per cent; white blood cell count, 9,850 per cu. 
mm., with a differential of 71 per cent polymorpho- 
nuclear leukocytes, 23 per cent lymphocytes, 2 per cent 
eosinophils and 4 per cent monocytes. Platelets were 
normal. Urine analysis showed: acid reaction; specific 
gravity, 1.018 to 1.020; albumin, negative to faint 
trace; sugar, negative to 4 plus; acetone, negative; 
and 4 to 5 white blood cells per high power field. The 
erythrocyte sedimentation rate (Westergren) on 
January 5 was 85 mm. in the first hour, and on 
February 25 was 20 mm. The stool was grey on admis- 
sion; subsequently it was normal, without occult 
blood. The blood urea nitrogen was 16 mg. per cent. 
The fasting blood sugar was 68 to 216 mg. per cent. 
The serum electrolytes and serum amylase were within 
normal limits, The results of hepatic tests are sum- 
marized in Table 1. 

The venous pressure was 105 mm.; circulation time 
and electrocardiogram were within normal limits. 
Coagulation time, bleeding time, Rumpel-Leeds test 
and clot retraction were normal, The prothrombin 
time on admission was 16 seconds (control, 13.5 

esi 


seconds) and subsequently 13.5 seconds (control, 13 
seconds). The serum iron was 183 yg. per cent; the 
total iron binding capacity was 342 yg. per cent. 
The serum free B,; was 100 yg. per ml., total B,; was 
680 wg. per ml. 

On January 19 serum lipid partition showed 
cholesterol, 378 mg. per cent; esters, 103 mg. per cent; 
and phospholipids, 676 mg. per cent. Serum globulin 
fractional analysis revealed a low mucoprotein, 
Serological tests for syphilis were negative. L.E. prep- 
arations were negative, as was the latex fixation test. 
There was 17 per cent bromsulphalein retention in 
forty-five minutes, a figure which remained un- 
changed throughout the hospital stay. Oral chole- 
cystography revealed a normal gallbladder. An upper 
gastrointestinal “roentgenographic series revealed no 
abnormalities. X-ray examination of the chest 
showed the heart to be at the upper limit of normal in 
its transverse diameter. X-ray examination of the 
parotid regions showed no definite calcifications. 
Hand and wrist x-ray films revealed osteoarthritis. 

The diabetic status was controlled with 50 to 55 
units of Lente insulin daily. Bilateral non tender 
parotid swelling was noted during the second hospital 
week. 

A biopsy of the liver was performed on January 9, 
1959, with a 1.2 mm. Menghini needle using a trans- 
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thoracic approach. The hepatic architecture was 
found to be intact. In the lobular parenchyma scat- 
tered areas of focal necrosis were apparent. Bile stasis 
was prominent, especially in the centrolobular zone, 
with bile thrombi and feathery degeneration of cells. 
(Fig. 1A.) Fat droplets were scattered throughout, but 
were most numerous in the central and intermediate 
zones. Glycogen-filled nuclei were noted frequently 
near the" lobular periphery. The portal tracts were 
enlarged and infiltrated with inflammatory cells 
including leukocytes, mononuclear cells and eosino- 
phils. (Fig. 1B.) Ductular proliferation was noted 
in and around the portal tracts and inflammatory 
exudate seemed to surround these ductules, Examina- 
tion of the same tissue in the electron microscope after 
osmium tetroxide fixation showed the liver cells to be 
intact. The mitochondria were normal in size and 
shape but some contained parallel lines or bars of 
electron-dense material, (Fig. 2.) The endoplasmic 
reticulum was disrupted and swollen. (Fig. 3A.) The 
bile canaliculi were either dilated and filled with a 
dense material, presumably bile, (Fig. 3A) or normal 
in size but lined by abnormal canaliculi. (Fig. 3B.) 
Examination of a portal tract showed some extra- 
cellular fat, some increase in fibers arranged in 
irregular bundles, and an increase in lymph vessels. 
One ductule was seen but its lumen was not clearly 
apparent, presumably because of the plane of 
sectioning. 

The patient's icterus subsided during her hospital- 
ization. (Table 1.) With bed rest and regulation of 
her diabetic state, there was concomitant improve- 
ment in her general well-being. She was then given 
two oral doses of 0.5 gm. tolbutamide on successive 
days. There was no change in the serum bilirubin, 
alkaline phosphatase or cholesterol. After this chal- 
lenge, 50 mg. of chlorpropamide was given daily for 
four successive days, The serum glutamic-oxaloacetic 
transaminase was noted to have increased to 69 units 
and 60 units on the second and fifth days after 
administration was begun. This was interpreted as a 
significant rise and further chlorpropamide challenge 
doses were withheld, There was no increase in serum 
bilirubin, serum alkaline phosphatase or brom- 
sulphalein retention at this time. 


COMMENTS 


The pathogenesis of intrahepatic cholestasis 
has been a subject of much investigation and 
dispute. Etiologically, it may be drug-induced 
or may represent a possible variant of viral 
hepatitis, periacinar or cholangiolitic hepatitis 
[48,49]. Whether the cholestasis following ad- 
ministration of drugs is a toxic or an allergic 
manifestation is not known. The evidence that 
this represents a hypersensitivity phenomenon, 
notably in chlorpromazine jaundice, includes 
the following points: onset after small dosage, 
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a definite latent period before onset of cholesta- 
sis, other concomitant or independent reactions 
commonly considered allergic, the presence of 
periportal and peripheral eosinophilia at times, 
and accelerated and positive reactions upon 
challenge, with some suggestion of cross sensi- 
tivity [77,28,50]. Those favoring the thesis that 
intrahepatic cholestasis represents a direct 
hepatotoxic effect may point to the inconstant 
results with challenge [74,50] (although one may 
postulate desensitization [34]), and to the high 
incidence (20 to 50 per cent) of laboratory 
evidence of damage to the liver in patients 
carefully observed under therapy [34,35]. 

The exact mechanism of cholestasis is ob- 
scure, although theories are abundant. A 
widely held postulate is that of injury to the 
ductules, producing increased permeability and 
consequent leakage of bile and water, leading 
to inspissation of bile and regurgitation jaundice 
[38,48]. The older concept of “‘albuminocholie”’ 
postulates. passage of proteinaceous material 
into the biliary radicles and consequent precipi- 
tation of bile [38,57]. Periportal cellular infiltra- 
tion has been considered by some to be secondary 
to cholestasis [37], but others believe that the 
exudzte is primary and toxic, and that second- 
ary compression of ductules occurs [78]. Other 
investigators invoke a change in composition of 
bile due to the presence of the drug, with conse- 
quent increased viscosity and bile stasis [23]. 
Changes in composition of bile and viscosity have 


also been blamed on direct injury to the liver. 


cell [75,27,52,53]. 

Further insight into the mechanism of intra- 
hepatic cholestasis has been acquired by the 
electron microscopic finding of altered micro- 
villiin undilated bile canaliculi of the liver cells, 
an observation made in this patient and others 
with intrahepatic cholestasis [54]. This alteration 
appears to be the primary morphological 
change in intrahepatic cholestasis and probably 
reflects altered function of this membrane, 
possibly with formation of abnormal bile-con- 
taining protein and polysaccharide and with 
loss of fluid from the bile. These factors would 
increase the tendency for precipitation to occur, 
with formation of bile plugs which focally 
obstruct bile flow. Increased intracanalicular 
pressure results, causing rupture of canaliculi 
into nearby extensions of the perisinusoidal 
spaces. 

Unusual structures may appear in the mito- 
chondria after administration of the sulfonyl- 
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urea derivative. Similar structures have been 
seen in patients receiving chlorothiazide, chlor- 
promazine and sulfisoxazole [55]. The signifi- 
cance of this finding is not known. 

In the patient reported, the pathologic find- 
ings are inconsistent with infectious hepatitis. 
The absence of a history of intolerance to fatty 
food, fever, abdominal pain, tenderness and 
leukocytosis, as well as the periportal eosinophilic 
infiltrate noted, argues against the diagnosis 
of cholestasis with obstruction of the com- 
mon bile duct. The increase of serum glutamic- 
oxaloacetic transaminase noted in response to 
small challenge doses of chlorpropamide would 
implicate this drug as etiologic in our case. 
There was no demonstration of cross sensitivity 
to a close analogue, tolbutamide. The biopsy 
of the liver was similar to that seen in other 
drug-induced cholestatic reactions. Of interest is 
the unexplained parotid gland enlargement 
which our patient exhibited. Although enlarge- 
ment of the parotid gland is associated with 
states of malnutrition, chronic disease of the 
liver, and rarely in diabetes mellitus, its occur- 
rence in acute intrahepatic cholestasis following 
administration of drugs has not been noted [56]. 


SUMMARY 


1. A case of intrahepatic cholestasis secondary 
to the administration of chlorpropamide is 
presented. 

2. Of a series of 1,819 diabetic subjects receiv- 
ing chlorpropamide, collected from the litera- 
ture, there were nine cases suggestive of intra- 
hepatic cholestasis. 

3. Abnormalities of the microvilli in the bile 
canaliculi of the liver cells, as seen in the electron 
microscope, suggest that this is the primary 
morphologic change in this and other instances 
of intrahepatic cholestasis. Unusual mito- 
chondrial inclusions were also noted, the nature 
of which is unknown. 
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Exuisit 379 


CHAS. PFIZER 8 CO.,INC. 
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DALLAS 


JESSE G. HEIGES 


BENERAL COUNSEL 


August 31, 1960 


Mr. Paul S. Green 

Senate Antitrust & Monopoly Subcommittee 
Senate Office Building, Room 412 
Washington 25, D. C. 


Dear Mr. Green: 


This is in response to your request for information as to Pfizer's 
Stock Option Plan. Enclosed is a copy of the "Stock Option Plan of 
1958" of Chas. Pfizer & Co., Inc., the plan now in effect. 


Pursuant to the provisions of this plan, options covering 1,210,163 
shares of Pfizer common stock have been offered to and accepted by 
employees. As of July 31, 1960, outstanding options were held by 5,823 


employees. 
Sincerely yours, 
Sex D Repo Ge Heiges 
JGH:ab 


Enclosure 
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To Our Employees: 


Under the Stock Option Plan of 1958, the Executive Committee 
of the Company is authorized to grant options on the Company's 
Common Stock to employees of the Company and its subsidiaries. 
Options granted under the Plan enable employees to purchase Pfizer 
stock at a price determined at the time of the grant. Funds for purchas- 
ing the stock are accumulated through payroll deductions. 


There follows in this booklet a series of questions and answers 
outlining the general provisions of your stock option and a copy of 
the Stock Option Plan itself. You should read the booklet carefully, as 
well as the terms of your stock option. . 


It is not intended that this plan should take precedence over 
normal family obligations, such as the purchase of life insurance or a 
home ownership program and there is no obligation on the part of any 
employee to participate in the Stock Option Plan. Furthermore, em- 
ployees may elect to authorize payroll deductions for a lesser number 
of shares than that covered by their stock option. You should remember 
that your option is a right to purchase stock of the Company, which 
right you are free to exercise during the term of the option at the 
option price when and if you believe it is to your advantage to do so. 


While it is sincerely hoped that through the Stock Option Plan 
of 1958 Pfizer employees can continue to participate in the future 
growth and prosperity of our Company, we should all bear in mind that 
there are many outside factors which often affect stock prices. During 
the term of your option, the market price of the stock may fluctu- 
ate to some extent so that at any given time the market price might be 
higher or lower than the option price. The option itselt. provides that 
it may not be exercised during the first year and you may wish to wait 
even longer before exercising your option, depending on market condi- 
tions. In the meantime, the periodic cael deductions will provide 
funds which will be available at such time as it appears advantageous 
to exercise the option. 


If there is =a you do not understand about the Plan or the 
terms of your option, feel free to consult with your supervisor. 


Sincerely yours, 


4 flee__. 


President 
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OUTLINE OF 
EMPLOYEE STOCK OPTION PLAN 
OF 1958 


The following questions and answers are intended to outline 
the general provisions of the Stock Option Plan of 1958 and the 
provisions of your stock option. Further information may be 
obtained from your supervisor who will be available to answer 
your questions. However, the Plan which is printed in this 
booklet and the terms of your stock option define your rights 
and you are urged to read them carefully. 


1. What Is the Stock Option? 


The stock option which has been granted to you means that 
you have the right to buy at the option price a specified number 
of shares of Pfizer Common Stock. The purchase price payable 


in cash upon exercise of the option is not less than 95% of the 
mean between the high and low sale prices of the stock on the 
New York Stock Exchange on the date the option was granted. 
You have no obligation to purchase the shares covered by your 
option and the authorization of payroll deductions is not an 
exercise of your option or a purchase of shares. If, during the 
term of the option the market price of Pfizer Common Stock 
should continue at present levels or increase, you may find it 
advantageous to purchase stock by exercising your option. On 
the other hand, if the market price of the stock should at any 
time fall below the option price, it probably would not be to 
your advantage to exercise the option at such time. 


2. To Whom Are Stock Options Granted? 


In general, all employees are eligible to receive options 
under the Plan, provided they meet certain requirements as 
_ to length of service. The eligibility requirements are determined 
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by the Executive Committee at the time of each grant of 
options. 


3. How Much Stock Is Covered by My Stock Option? 


The stock option delivered to you sets forth the number of 
shares for which you are granted an option. In general, options 
have been granted on the basis of your annual rate of compen- 
sation as of a specified date (excluding overtime, other premium 
pay and any Christmas bonuses but including other bonuses). 


4. Do! Have To Participate in the Stock Option Plan? 


No. The purchase of stock under the Stock Option Plan 
of 1958 should not take precedence over your normal family 
obligations, such as the purchase of life insurance or a home 
ownership program and there is no obligation on your part to 
participate in the Plan. 


5. When and How May I Exercise My Option? 


You may exercise your option at any time on or after 1 year 
from the date of the option and prior to the expiration date of 
the option (unless the option is sooner terminated as described 
in the answer to Question 11) by giving 10 days’ written notice 
thereof addressed to the Company Treasurer's office (on a form 
which will be provided) specifying the number of shares you 
wish to purchase and authorizing the Company to apply the 
amount in your payroll deduction account to the purchase price 
of the shares. If there are not sufficient funds in your account 
at the time you exercise your option, payment of the balance 
must be delivered with your notice. You need not exercise 
your option at any one time for all of the shares of stock for 
which your option is effective, but may exercise the option for 


part of the shares at different times, in blocks of ten shares or 
more. 
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If you are on a leave of absence, you may not exercise the 
option, except under certain circumstances, until you return to 
active service with the Company or one of its subsidiaries. How- 
ever, in the event of your death during a leave of absence your 
option may be exercised as provided in the answer to ques- 
tion 14. 


6. When Do I Become a Stockholder? 


You will have no rights as a stockholder with respect to the 
optioned stock until a stock certificate has been issued to you. 
You will become a stockholder only when and if you exercise 
your option, pay for the stock and are issued a stock certificate. 
You will then be entitled to all of the rights of a stockholder, 
including the right to receive dividends when declared and the 
right to vote the shares. Once you exercise your option and 
purchase shares, you are the full owner and cannot cancel 
your purchase or return the shares to the Company. 


7. How Will | Pay for the Stock? 


In order to accumulate funds with which to exercise your 
option, you must sign and deliver to your Supervisor, not later 
than the date specified in your option, a payroll deduction 
authorization indicating the number of shares of stock for which 
you wish deductions to be made. The payroll deductions will 
enable you to accumulate funds over the term of your option 
to purchase the number of shares for which you have authorized 
deductions. The amount per share to be deducted weekly, 
if you are paid on a weekly basis, or monthly, if you are paid 
on a monthly basis, is set forth on your stock option. You may 
anticipate future payroll deductions by authorizing deductions 
at a rate higher than the minimum required, as well as from any 
amounts received as bonuses or extra compensation. 


If you exercise your option, you will authorize the Company 
to apply the amount in your account toward the purchase price 


35621 O—60—pt. 20-31 
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of the stock and should such amount be inadequate to pay the 
full purchase price you will pay any balance due in cash. 


EXAMPLE: 


Assume solely for the purpose of this example that the 
option price is $25 per share, and that you have authorized 
weekly payroll deductions to enable you to accumulate funds 
by the end of the option period to purchase 60 shares of 
stock. Such weekly payroll deductions will amount to approxi- 
mately $5.50. If you have continued your payroll deductions 
for two years, the amount then credited to your payroll deduc- 
tion account, including interest, will be about $585. If you 
then decide that it is desirable to exercise your option, you 
could do so in any one of the following ways: 


(a) Exercise your option with respect to 23 shares and pay 


(b) 


for this stock with the funds accumulated (23 $25 
= $575.00). As funds continued to accumulate by 
payroll deductions, you could, at a later date, exercise 
your option for the remaining 37 shares covered by 
your option. 


Exercise your option for more than 23 shares and pay 
for this stock with the funds accumulated, $585, 
plus a cash payment sufficient to make up the full 
purchase price. Thus, if you desire to purchase 30 
shares, the full purchase price for such shares will be 
$750 (30 >< $25 = $750) and you would be re- 
quired to make a cash payment of $165, which together 
with the funds accumulated would equal full pur- 
chase price ($585 + $165 — $750). 
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(c) Exercise your option for the full 60 shares and pay the 
full purchase price for such shares of $1,500. Thus you 
would be required to make a cash payment of $915 
over and above the $585 accumulated in your account 
($915 + $585 = $1,500). 


8. What Happens If | Do Not Wish to Sign a Payroll 
Deduction Authorization for All the Shares of Stock 
Covered by My Stock Option? 


As stated in the answer to Question 7, you must indicate the 
number of shares for which you wish deductions to be made 
from your wage or salary payments when you sign the payroll 
deduction authorization. The option will automatically termin- 
ate on the date specified in your option for those shares 
for which you have not authorized a payroll deduction. 
Therefore, if you desire to retain your option, you should 
first determine the number of shares for which you wish deduc- 
tions to be made from your wage or salary payments. Thus, 
if you have been granted an option for 30 shares and you feel 
that you can afford to have only an amount deducted from 
your pay sufficient to enable you to purchase 20 shares, you 
should indicate on the payroll deduction authorization that 
you wish deductions to be made only for the 20 shares, and 
the option automatically terminates as to the remaining 10 
shares. 


9. What Is Done with Amounts Deducted from My Pay? 


Amounts deducted from your pay under the Stock Option 
Plan of 1958 will be credited to your account and will earn in- 
terest at the rate of 214% per annum. Any funds not used to 
purchase stock under your option will be refunded, together 
with the interest accrued thereon. 
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10. May | Cancel My Payroll Deductions or Withdraw 
Amounts from the Payroll Deduction Fund? 


Yes. By giving written notice addressed to the Company 
Treasurer's office, you may (a) withdraw all or any part of the 
balance in your payroll deduction account, provided that each 
withdrawal must be in an amount equal to not less than the 
total amount of your payroll deductions authorized and de- 
ducted during the preceding three months; or (b) cancel your 
payroll deduction authorization in whole or in part. 


If you discontinue your payroll deductions or withdraw 
money from your account, your option will terminate except 
as to the number of shares for which sufficient funds remain 
in your account or will be accumulated through future payroll 
deductions. 


EXAMPLE: 


The effect of canceling your payroll deduction or withdraw- 
ing funds from your payroll deduction account may be illus- 
trated as follows: 


Assume for the purpose of this example that the option price 
per share is $25 and that sufficient payroll deductions were au- 
thorized for 60 shares. At the end of two years $585 will have 
been accumulated from deductions and interest. You might 
then decide to: 


(a) Discontinue your payroll deductions but leave the ac- 
cumulated funds on deposit for use at a later date. This 
action would terminate your option to the extent of the 
number of shares over and above those purchasable by 
the funds accumulated to date. 
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This is illustrated as follows: 





Funds accumulated to date,........... $585.00 
This will purchase 23 full shares at $25... 575.00 
Leaving a balance which can be withdrawn 

ch: yGer Ws. ch irns LAE $ 10.00 








The option for the remaining 37 shares would terminate. 





(b) Reduce your payroll deduction, but leave the funds pre- 
viously accumulated in your account for use at a later 
date. Assuming you reduced your deductions from 
$5.50 per week to $2.75 per week, this action would 
terminate your option with respect to 21 shares but the 
option would remain effective for 39 shares, as follows: 








Funds accumulated to date............ $585.00 
Plus future payroll deductions at the 

reduced rate— 
150 weeks (approx.) $2.75 











$998 — $25 = 39 full shares which can 
be purchased with projected savings leaving 
21 shares as to which the option terminates. 





(c) Withdraw a part of your accumulated savings without 
adjusting your payroll deduction rate. This may be done 
at any time, but not for an amount less than the last 
three months deductions. Assuming $320 is withdrawn, 
the option will terminate with respect to 13 shares but 
would remain effective for 47 shares computed as 
follows: 





Amount withdrawn ................. $320.00 
$320 — $25 — 12.8 shares or 13 full shares 
for which the option would terminate. 
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(d) If you should decide to withdraw all the funds accumu- 
lated in your account, and, at the same time, cancel your 
payroll deduction, such action would terminate your 
entire option. 


11. When Will My Option Terminate? 


The option will terminate on the date specified in your stock 
option, unless sooner terminated by one of the following events: 


a. Failure to submit a payroll deduction authorization on or 
before the date specified in your option as described in 
the answer to question 8. 


. Cancellation of your payroll deduction authorization or 
withdrawal of amounts previously deducted to the extent 
described in the answer to question 10. 


. Termination of your employment or retirement under the 
Company’s retirement program except as described in 
the answer to question 13. 


. Your death. (However, it may be exercised within six 
months following your death as set forth in the answer 
to question 14.) 


. Your failure to return to active employment within the 
time specified in your leave of absence or, in the case of 
military leave, within 90 days after your discharge or 
release from active duty with the Armed Forces, as de- 
scribed in the answer to question 15. 


12. May I Transfer the Option to Another Person? 


No. During your lifetime the option may be exercised only 
by you. The option may not otherwise be transferred, pledged 


or encumbered by you and any attempt to transfer, pledge or 
encumber it will not be effective. 
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13. What Happens If | Leave the Employ of the 
Company? 


No option may be exercised during the first year. There- 
after, should you leave the employ of the Company, including 
retirement under the Company’s retirement program, you have 
30 days in which to determine whether or not you wish to 
exercise your option. If you do not exercise your Option within 
30 days, the option is automatically terminated. In case of 
termination of your option, the amount in your payroll deduc- 
tion account, together with the interest credited thereon, will 
be refunded to you. 


14. What Happens If I Die? 


In the event of your death on or after 1 year from the date 
of your option, the person designated in your Will or in the 
absence of such designation, your legal representative may 
exercise the option within 6 months after your death. If it is 
not so exercised, the option will automatically terminate and 
the amount in your payroll deduction account will be paid to 
your legal representative. 





15. What Happens If | Am on Leave of Absence or 
Absent Because of Iliness, Disability, or Because of 
Military Service? 


Leave of absence including service in the Armed Forces of 
the United States, oz absence without pay due to illness or dis- 
ability, do not constitute termination of your employment pro- 
vided you re-enter the active service of the Company or any of 
its subsidiaries within the time specified in your leave of absence 
or, in the case of military leave, within 90 days after your 
discharge or release from active duty with the Armed Forces. 


While you are on leave of absence, your payroll deduction 
authorization will be suspended until your return to active 
service with the Company or one of its subsidiaries. Upon such 
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return to active service, deductions from your wages or salary 
will commence on your return, at the regular rate. This means, 
of course, that you will not accumulate the full purchase price 
of the stock unless you voluntarily authorize additional deduc- 
tions; however, this fact will in no way affect the total number 
of shares covered by your option. 


If you are on leave of absence you may not exercise any part 
of your option until you return to active employment with the 
Company or one of its subsidiaries within the times required in 
the first paragraph of the answer to this question. However, the 
Executive Committee may waive this requirement under certain 
circumstances, and in the event of your death during leave of 
absence, your option may be exercised as provided in the answer 
to question 14. 


16. May the Stock Option Plan be Amended or 
Revoked? 


Yes. The Board of Directors has the right under the Plan 
to alter, amend, or revoke the Plan or any part thereof at any 
time, provided that no change may be made in any option there- 
tofore granted which will impair the rights of existing partici- 
pants in the Plan without their consent and provided that cer- 
tain other changes may not be made without stockholder 
approval. The Executive Committee of the Company has the 
right under the Plan to establish rules and regulations for the 
proper administration of the Plan and to make such determina- 
tions and to take all action in connection with the Plan or the 
options as it deems necessary or advisable. No one else is 
authorized to make any changes or interpretations. 
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CHAS. PFIZER & CO., INC. 


STOCK OPTION PLAN 
OF 1958 





1. Purpose 


As was the case with the Stock Option Plan which expired in 
1957, the purpose of the Stock Option Plan of 1958 (herein- 
after called the “Plan’’) is to furnish an incentive to employees 
of the Company and its subsidiaries by making available to them 
a larger Common Stock ownership in the Company. It has been 
found that the increased proprietary interest in the Company 
thus created will not only induce the continued service of the 
employees but also stimulate their efforts toward the continued 
success of the Company and its subsidiaries. 





2. Administration 


The Plan shall be administered by the Executive Committee 
of the Company (hereinafter called the ““Committee’’) , which is 
authorized, subject to the provisions of the Plan, to promulgate 
such rules and regulations as it deems necessary for the proper 
administration of the Plan and to make such determinations and 
to take all action in connection therewith or in relation to the 
Plan as it deems necessary or advisable. 


3. Total Number of Shares 


Subject to the provisions of Paragraph 6 (h), the maximum 
amount of stock which may be issued under the Plan is 500,000 
shares of Common Stock of the Company and no Participant 
shall be granted Options for more than an aggregate of 4,500 
shares under the Plan.* 












*In view of the three-for-one split of the Company's Common Stock which 
went into effect on April 20, 1959, the Executive Committee on the same date 
adjusted the maximum number of shares issuable under the Plan from 500,000 
shares to 1,500,000 shares and the maximum number of shares which may be 
allotted to each Participant from 4,500 shares to 13,500 shares, 
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(d) If you should decide to withdraw all the funds accumu- 
lated in your account, and, at the same time, cancel your 
payroll deduction, such action would terminate your 
entire option. 


11. When Will My Option Terminate? 


The option will terminate on the date specified in your stock 
option, unless sooner terminated by one of the following events: 


a. Failure to submit a payroll deduction authorization on or 
before the date specified in your option as described in 
the answer to question 8. 


b. Cancellation of your payroll deduction authorization or 
withdrawal of amounts previously deducted to the extent 
described in the answer to question 10. 


c. Termination of your employment or retirement under the 
Company's retirement program except as described in 
the answer to question 13. 


d. Your death. (However, it may be exercised within six 
months following your death as set forth in the answer 
to question 14.) 


e. Your failure to return to active employment within the 
time specified in your leave of absence or, in the case of 
military leave, within 90 days after your discharge or 
release from active duty with the Armed Forces, as de- 
scribed in the answer to question 15. 


12. May I Transfer the Option to Another Person? 


No. During your lifetime the option may be exercised only 
by you. The option may not otherwise be transferred, pledged 
or encumbered by you and any attempt to transfer, pledge or 
encumber it will not be effective. 
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13. What Happens If | Leave the Employ of the 
Company? 


No option may be exercised during the first year. There- 
after, should you leave the employ of the Company, including 
retirement under the Company’s retirement program, you have 
30 days in which to determine whether or not you wish to 
exercise your option. If you do not exercise your option within 
30 days, the option is automatically terminated. In case of 
termination of your option, the amount in your payroll deduc- 
tion account, together with the interest credited thereon, will 
be refunded to you. 


14. What Happens If I Die? 


In the event of your death on or after 1 year from the date 
of your option, the person designated in your Will or in the 
absence of such designation, your legal representative may 
exercise the option within 6 months after your death. If it is 
not so exercised, the option will automatically terminate and 
the amount in your payroll deduction account will be paid to 
your legal representative. 


15. What Happens If | Am on Leave of Absence or 
Absent Because of Iliness, Disability, or Because of 
Military Service? 


Leave of absence including service in the Armed Forces of 
the United States, oz absence without pay due to illness or dis- 
ability, do not constitute termination of your employment pro- 
vided you re-enter the active service of the Company or any of 
its subsidiaries within the time specified in your leave of absence 
or, in the case of military leave, within 90 days after your 
discharge or release from active duty with the Armed Forces. 


While you are on leave of absence, your payroll deduction 
authorization will be suspended until your return to active 
service with the Company or one of its subsidiaries. Upon such 
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return to active service, deductions from your wages or salary 
will commence on your return, at the regular rate. This means, 
of course, that you will not accumulate the full purchase price 
of the stock unless you voluntarily authorize additional deduc- 
tions; however, this fact will in no way affect the total number 
of shares covered by your option. 


If you are on leave of absence you may not exercise any part 
of your option until you return to active employment with the 
Company or one of its subsidiaries within the times required in 
the first paragraph of the answer to this question. However, the 
Executive Committee may waive this requirement under certain 
circumstances, and in the event of your death during leave of 
absence, your option may be exercised as provided in the answer 
to question 14. 


16. May the Stock Option Plan be Amended or 
Revoked? 


Yes. The Board of Directors has the right under the Plan 
to alter, amend, or revoke the Plan or any part thereof at any 
time, provided that no change may be made in any option there- 
tofore granted which will impair the rights of existing partici- 
pants in the Plan without their consent and provided that cer- 
tain other changes may not be made without stockholder 
approval. The Executive Committee of the Company has the 
right under the Plan to establish rules and regulations for the 
proper administration of the Plan and to make such determina- 
tions and to take all action in connection with the Plan or the 
options as it deems necessary or advisable. No one else is 
authorized to make any changes or interpretations. 
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CHAS. PFIZER & CO., INC. 


STOCK OPTION PLAN 
OF 1958 


1. Purpose 


As was the case with the Stock Option Plan which expired in 
1957, the purpose of the Stock Option Plan of 1958 (herein- 
after called the “Plan’’) is to furnish an incentive to employees 
of the Company and its subsidiaries by making available to them 
a larger Common Stock ownership in the Company. It has been 
found that the increased proprietary interest in the Company 
thus created will not only induce the continued service of the 
employees but also stimulate their efforts toward the continued 
success of the Company and its subsidiaries. 


2. Administration 


The Plan shall be administered by the Executive Committee 
of the Company (hereinafter called the ““Committee’’) , which is 


authorized, subject to the provisions of the Plan, to promulgate 
such rules and regulations as it deems necessary for the proper 
administration of the Plan and to make such determinations and 
to take all action in connection therewith or in relation to the 
Plan as it deems necessary or advisable. 


3. Total Number of Shares 


Subject to the provisions of Paragraph 6 (h), the maximum 
amount of stock which may be issued under the Plan is 500,000 
shares of Common Stock of the Company and no Participant 
shall be granted Options for more than an aggregate of 4,500 
shares under the Plan.* 

*In view of the three-for-one split of the Company's Common Stock which 
went into effect on April 20, 1959, the Executive Committee on the same date 
adjusted the maximum number of shares issuable under the Plan from 500,000 


shares to 1,500,000 shares and the maximum number of shares which may be 
allotted to each Participant from 4,500 shares to 13,500 shares, 
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4. Participation in Plan 


As soon as the Committee shall deem practicable after the 
effective date of the Plan, and from time to time thereafter, the 
Committee shall determine the employees who shall be granted 
Options under the Plan and the number of shares of Common 
Stock to be optioned to each such employee. Employees who 
have been in the service of the Company or of its subsidiaries 
for a period of at least one year will be eligible upon approval 
by the Committee to participate in the Plan. In cases which it 
deems advisable, the Committee may waive the one-year service 
eligibility requirement. In determining the number of shares to 
be optioned to an employee the Committee shall include in its 
consideration the salary and wage classification and general 
financial ability of the employee to pay for such shares. 


5. Term of Plan 
No Option shall be granted pursuant to this Plan after April 
30, 1963, but Options may extend beyond that date. 


6. Terms.and Conditions of Options 


All Options under the Plan shall be subject to the following 
terms and conditions: 


(a) Option Price. The Option Price per share shall be not 
less than 95% of the market value of the Common 
Stock on the date the Option is granted, as determined 
by the Committee. 


(b) Number of Shares. The Option shall state the number 
of shares of Common Stock covered thereby. 


(c) Term of Option. No Option shall be for a period in ex- 
cess of five years. 


(d) Payment. The Option Price shall be payable in cash at 
the time the Option is exercised. The Committee may 
in its discretion require payroll deductions or other suit- 
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able means to enable employees to accumulate sufficient 
funds to exercise their Options and to pay the Option 
Price. 


Exercise of Option. The Participant, subject to the pro- 
visions of the Plan, may exercise the Option in whole at 
any time or in part from time to time by giving ten (10) 
days’ written notice thereof addressed to the Treasurer 
of the Company, specifying the number of shares to be 
purchased and accompanied by payment of the Option 
Price therefor; provided, however, that no Option may 
be exercised during the first year of its term. In the event 
of death, the person designated in a Participant’s Will, 
or in the absence of such designation, the legal repre- 
sentative of a Participant may in like manner exercise 
the Option to the extent of the number of shares which 
were purchasable by the Participant thereunder at the 
time of his death, but such privilege shall expire unless 
exercised by such designated person or legal representa- 
tive within six months after the death of the Participant. 


(f) Leave of Absence. No part of the Option may be exer- 


cised while the Participant is on leave of absence. How- 
ever, the Committee may in its discretion waive this re- 
striction with respect to any Participant who is on leave 
of absence at any time during the last six months of the 
Option term. 


(g) Termination of Option. The Option to the extent not 





exercised, shall terminate upon breach by the Participant 
of any provision of the Option or when the Participant 
ceases to be an employee for any reason including retire- 
ment, except that (i) the Participant, unless his employ- 
ment is terminated for willful or gross misconduct, may 
elect to exercise the Option to the extent of the number 
of shares which were purchasable by him thereunder on 
the date of termination within 30 days after such date 
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and (ii) in the event of his death while an employee, the 
Option shall terminate six months after the date of his 
death. 


(h) Recapitalization. In the event of any change in the 
number or kind of outstanding shares of Common Stock 
of the Company by reason of a recapitalization, merger, 
consolidation, reorganization, separation, liquidation, 
stock split, stock dividend, combination of shares, or any 
other change in the corporate structure or shares of stock 
of the Company, the Committee in its discretion will 
make an appropriate adjustment in the number and kind 
of shares for which Options may thereafter be granted 
both in the aggregate and as to each Participant, as well 
as in the number and kind of shares subject to Options 
theretofore granted and the Option price payable upon 
exercise of such Options. 


Assignment. The Option shall not be assignable by the 
Participant. 


Applicable Law. The Option shall contain a provision 
that it is intended to qualify as a Restricted Stock Op- 
tion within the meaning of Section 421 of the Internal 
Revenue Code of 1954 and that it may not be exercised 
at a time when the exercise thereof or the issuance of 
shares thereunder would constitute a violation of any 
federal or state law or listing requirements of the New 
York Stock Exchange for such shares. 


(k) Other Provisions. The Option shall contain such other 
provisions as, in the opinion of the Committee, it shall 
deem advisable, provided such provisions are not incon- 
sistent with the terms of the Plan as herein set forth. 


Revision of Option Price. With respect to any Option, 
the Committee from time to time may modify the terms 
of said Option by reducing the Option Price to an 
amount equal to not less than 95% of the fair market 
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value of the Common Stock on the date of such modifi- 
cation, as determined by the Committee, provided the 
aggregate of the monthly average fair market values of 
the Common Stock for the twelve consecutive calendar 
months before the date of the modification, divided by 
twelve, is an amount less than 80% of the fair market 
value of such stock on the date of the original granting 
of the Option or the date of the making of any interven- 
ing modification, whichever is the highest. The monthly 
average fair market value of the Common Stock shall 
be computed for this purpose, by adding the highest and 
lowest selling price quoted on the New York Stock Ex- 
change during each month and dividing the sum thereof 
by two. 


7. Definitions 


(a) Company. The term “Company” shall mean Chas. 
Pfizer & Co., Inc., a Delaware corporation. 


(b) Employee. The term “employee” shall mean any regu- 
lar employee of the Company and/or any of its subsidi- 
aries (including any officer or director acting in a 
capacity other than as a director only). It shall not in- 
clude a director who is not an employee of the Company 
or any of its subsidiaries. 


(c) Board of Directors. The term “Board of Directors” shall 
mean the Board of Directors of Chas. Pfizer & Co., Inc., 
a Delaware corporation. 


(d) Executive Committee. The term “Executive Committee” 
shall mean the Executive Committee of Chas. Pfizer & 
Co., Inc., a Delaware corporation, as constituted by its 
by-laws. 


(e) Subsidiary. The term “subsidiary” shall mean any cor- 
poration all of the outstanding voting stock of which is 
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beneficially owned by the Company or any of its sub- 
sidiaries as herein defined. 


Common Stock. The term “Common Stock”’ shall mean 
the $1 par value Common Stock of the Company, au- 
thorized but unissued, or issued and reacquired by the 
Company and held as Treasury Stock. 


8. Reallocation of Unused Shares 


Any shares which are not purchased under an Option which 
has terminated or lapsed may be used for the further grant of 
Options under. the Plan. 


9. Use of Proceeds 


The proceeds received by the Company from the sale of stock 
under the Plan shall be added to the general funds of the Com- 
pany and shall be used for such corporate purposes as the Board | 
of Directors shall direct. 


10. Amendment and Revocation 


The Board of Directors shall have the right to alter, amend 
or revoke the Plan or any part thereof at any time and from 
time to time, provided, however, that without the consent of the 
Participants no change may be made in any Option theretofore 
granted which will impair the rights of existing Participants; 
and provided further, that the Board of Directors may not, with- 
out the approval of the holders of a majority of the Common 
Stock, make any alteration or amendment to the Plan which will 
increase the maximum amount of stock which may be issued 
under the Plan, extend the term of the Plan or of Options 
granted thereunder, or reduce the Option price below the limits 
now provided for in the Plan. 


x 








